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AM NO NDAZOLE DERI VATI VES AND USE THEREOF AS Kl NASE

I NHI Bl TORS The enbodi ments di scl osed herein rel ates

to the use of derivatives of fornmula (1): NR3 RS

\N R6 H(I) R7 5 or their pharmaceutically

acceptabl e salts as kinase inhibitor. The subject

matter of the disclosure is the use of the - S e
am noi ndazol e derivatives of flornula (1) and thei
pharmaceutically acceptable.. salts in the

pr epAMINOINGAZONLE DERIVA TIMES AN $iSE PRERDOECKINASE
to prevent and treat di seases which can result from

an abnornal activity of kiFVHEBIT@QRSh as, for

exanpl e, those involved in 10 neurodegenerative

di seas zhei ner.. s, di sease, .Parkinson' s_di sease,

1 ont ot PRPSITCS AisloRed TRRR 171D SeHF e tulEr SN oAl formula (1)
Pi ¢k' s di sease, strokes, cranial Hgﬁ&gpinal t raumas

and peri pheral neuropathies, obeskty,” netabolic

di seases, type || di dRete essénti al hypertension,
at heroscl erotic cardiovag
ovari es syndrome, syndrg [

cases, polycystic
nodefi ci ency and

cancer, the pharmaceuggtal™ quositi_ s conpri sing

t he novel am noi ndazol e derivati'Ves and their

phar maceutically acceptabIéQEaJts and t he novel

am noi ndazol e derivatives and their pharmaceutically

acaethtia phenmsatitzallPateeptabipalts eakinase MBIHKR.074388

deiﬁr%gﬁs am noi ndazol e derivatives of type (a) that.
S matier Abrriisclonuts iy hegiss oftamimind@ole deriNatives of

formula (I) and their pharmaceutically acceptable. salts in the preparation of
pharmaceutical compositions intended to prevent and treat diseases which can result

from an abnormal activity of kinases, such as, for example, those involved in
neurodegenerative diseases, Alzheimer’s diseése, 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
Syndr.ome, syndrome X, immunodeﬁéiency and cancer, the pharmaceutical
compositions comprising the novel aminoindazole derivatives and their
pharmaceutically acceptable salts and the novel aminoindazole derivatives and their
pharmaceutically acceptable salts.

Patent application WO 02/074388 describes aminoindazoie derivatives of type (a)
that are potassium-channel activators
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A(a) 2 inwiich Gis />-Y-- C/IYNE Zis

NXO, S or O EisNorCX1 Y is halogen, X2 or OX2 5 XO,

X
A

and X2 are hal ogen, alkyl or a substituted al kyl
B and D are hydrogen, hal ogen, substituted or

unsubstituted al kyl, C(OPpRI 3, . C(O NRL3R14, SO2NR13,
R14, S(O pR15, OR15 or NR13RI4%J is an integer fromoO
to 2 R13 and R14 are hydrogen, substituted or

unsubstituted al kyl, substituted or 10 unsubstituted

cycl oal kyl bstituted or unsub
substituted or u%u tituted
subswhichte® or lunglbstit ute

or

N ut ed het eroaryl ,

ter gcy e,
subst i tuted

| kyl |

unsubsti t ut e®N het er oaryl - het

substituted or unsubstituted aryl - heteroal kyI R15 is
sugsi%w gq)rgj unsubstituted al kyl, substituted or
stifuted c

unsu ycl oal kyl , substituted or
ung; ug Iuted heteroaryl substituted or
unsu stltu ed heterocycle 15 substituted or

OI‘

titut oal kyl, substituted or
3“&62’?1 (:)g?oaryl het er oal kyl , or substituted

n ut e ryl eroalk 1. present
%gé@g% i puach allgﬁlrrrula (|) in

V\hlch R3|sa(1 60 al kyl, aryl, aryI(16

heﬁer%épm aneebé&#r@smw(aiom sHRSjituted; oy [ungb bebtated alkyl, C(O)pR13,

Fib@%ﬁ*%??ﬁ@és %@%R%’ ORES SYNRISR14)

adarmnt G aIk al kenyl al kynyl, CONRI R2,
X“%ﬁ%&f’%%f?z%l C( NH R or C(=NH)NR radi cal ;

o

t h%é% alggtlfftt I onal Y, %H}I%Q %g‘sqztsﬁ%ﬁt M%ubsnmted or

10 OH Li]313 Ioﬁk%, %mm@d%@ RhsubdifthiBd h@tﬂéﬁt@l Rlubstituted or

O NRI R2,
unsubstituted heterocycle substituted or unsubstituted heteroalkyl, substituted or

unsubstituted heteroaryl-heteroatkyl, or substituted or unsubstituted aryl-heteroalkyl

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

The present disclosure 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, beterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONRI1R2, CSNR1R2, COORI,
SO,R1, C(=NH)RY or C(=NH)NR1! radical; these radicals optionally being
substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR1,
COOH, C(O)ORI, -0O-C(O)R1, NR1R2, NHC{O)R1, C(O)NRIR2, SR1, S(O)R1,
SO;R1, NHSO.R1, SO,NR1R2, C(S)NR1R2, NHC(S)R1, -O-SO.R1, -80,-0-R1,
aryl, heteroaryl, heterocycle, formyl, ftrifluoromethyl, trifluoromethylsulfanyl,
trifluoromethoxy or (1-6C)alkyl;



SO02RI, NHSO2R1, SO2NR1R2, C(S)NR1R2, NHC(S) R,

-0 S2RI, -S2-O0R, 25 aryl, heteroaryl,

het erocycle, fornyl, trifluoromethyl,
trifluoromethylsulfanyl, trifluoronmethoxy or

(1-6Qal kyl; 3 R5, R6 and R7 are, independently of

one anot her, chosen fromthe fd | owing radicals

hal ogen, CN, NO2, NH2, OH, COCH, C(OORS, -OC(OR8,

NRS8R9, N O) R8, C(O)NR8BR9, NHC(S)R8, C(S)NRSR9,

SRR?, @ @y ag@gq:@ R onegqmivﬂg )sen Q'pg‘ollowmg radicals

R t
SSEa Ty, G NRLOBR on! £ 6198 CRELO. yReRo, NHC(O)RS,
het }NR&RQ M&[@(S’)&SW (O(SM&RQ,Y | SRBet S{@}R&,ﬂ 6S80,R8, NHSO:RS,
cycl oal al ken al ky . adamant y! or
Y SONREY 10 SO eSSy RS rigarmeirih ryfluopemetosy, (1-6C)alkyl,

s SRR, B gyt %%W%@@T R sl

;\I ?&Egblgé mécz,ﬂgl;ﬁﬁlml EWR?SH gr, cNHlmghese radicals optlonally

I O

NI—B@E Gae TN bmmoreml SRR RE@CB?W%’SG’@ CN, N2, NE, OF,
i f & i t

b;q B@d‘? ?@r? Rid,) id. bg@jw %ﬁig;gn g'Nﬁke@ﬁa)m BOSNR10R11,

| nbﬁm{ﬁﬁiﬁlﬂt IC)(S)NRwﬁllarSthﬂerS(OﬁlmcﬂCQ@éﬂ NE]SO:RIO SO,NR10R11,

10 ¢ s E?Y B0 SO RS B bl ors S Rsdmithy), rifiporomethoxy

sugstiLdchaIky s chosen from hal ogen, (1-6C)alkyl,
(1- 6 )alkoxy CN, NO2, 15 NH2, OH, COON, COOaIkyI

CC?I%}}Zf R%ggbé c}bl'«%ddum%q% %epﬁ%qériﬂgn for m a arIﬁy drogen, (1-

6- GE eyl eatyt, mﬂgpnwhlalhynyﬂ;alyemajyaythamselbquatmnaﬂy being substituted

1 e e L.

15 anlgiﬁgg H, GO0alkyPE3REY forﬁ&lﬁ&iﬁior&ﬁ@iﬁ%l Bi¥fuoRdmethoxy;

nd R6 groups’i’'s an aryl ichis

I t
P SBAE RESRIS GERM g B B i i
C( Dae3t thay ﬁﬁ@ﬁ&emhﬁhﬂ&ldﬁlasw R0,
C(O NRIOR11, NHC(S)R10, C(S)NRIOR |, SR10, S(O) RILO,

SOZRL QvhehHEE Bl me mbeRddHii ous BetofdAR1 1R a thiazolyl or an imidazolyl
-S2-0R O aryl, heteroary forrryl,
trpt |ago¢)@ﬁ@1yh en at least one of R5 and R6 groups is an aryl which is

20 optibnally substituted by 1 or more substituents chosen from halogen, CN, NQZ, NH,,
OH, ORI10, COOH, C(O)OR10, -0O-C{O)R10, NRIOR1l, NHC(O)R10,
C(G)NRIORM, NHC(S)R10, C(S)NR10OR11, SR19, S(C)R10, SO,R10, NHSO,R10,
SO:NRI10ORI11, ‘O-SOQRJO, -80,-0-R10, aryl, heteroaryl, formyl, trifiioromethyl,
trifluoromethoxy or (1-6C)alkyl;

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

tautomers and to their pharmaceutically acceptable salts.

More particularly, the present disclosure relates to derivatives of formula (I):in which:

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryi(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
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trifluoronmethoxy or (1-6C)alkyl; 25 to their

racemat es, enantioners or diastereoisoners and their
m xtures, to their tautoners and to their
pharmaceutically acceptable salts. Mre particularly,
the present disclosure relates to derivatives of
formula (I):in which: R3 is a"(l-GC)aI kyl, aryl,
aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6C)al kyI

aryl or heteroaryl fused to a_(1-10 ¢l oal
ertraelalohcland) iy oEPRJRS *cSRiRe, coory,

%%a%iy'%ﬁ?ﬁqy?&g(@@ 1y Efbidal; A BN Tty being

r agilgsaityted e er mnwlstﬂ:ahmemstchmalﬁoyn baloga, CN, NO,, NH,, OH, OR1,

U S K- OB, MR MBS PR s, s,
8005%;@ m&%@%}ﬁ%%%&gﬁ%@ﬁwg (b1, $0,-0-RI,

- OaSQ2 Ristero 8L - GeRtocycky yiforniybt erifiapmpimetliids etrdbpuimsthylsulfanyl,
for , trifluor trifluoronethyl sul fanyl,

t r i %?%F@P%ﬁ&angé)&ﬁg B0 alkyl: R5 and R6 are

chosen, mdependently of one another, fraomthe

f oIR|50de raé%j chogen; lﬂdﬁmﬂéig y opRue ﬂ,@ﬁtherNﬁ;c@n thg following radicals:
CoRRaEL S O TSSO 9 Sopatags, wcoRs,

NHEQRRSRSREY NREIS)RE)- SCEBRIRSN2 SRERE S(O)RS SO,R8, NHSO,RS,

tr .Smg x; Syég %ﬁ%r i %bg,&(gg‘a%}ﬁ’l E(iméﬂ}ﬂ g,whoxy, (1-6C)alkyl,

heY%@ﬁ‘d’]ﬂé y1-a6§%) i?hmlué(j%ﬂhﬂr Q&Y fall, h@£¥ oA 1K8halkdl, heterocycle,
cenyl, “al kynyl~, amantyl,” pol ycycl oal %ﬁl t hese

r adydaalkylp gaikewialaﬂyynyheadagmudswm:cé@al :1these mﬁi@ls optionally

sul%st it ug%&sﬁgﬁgéen from h%w(%%@kﬁ? fﬁ%’@‘o&m 'CNQﬁOZ,NHz, OLL

NH@!}@) IO \, ml,o- 8), RIR1 oI (ISR 10, C(O)NRI10R11,
SR10, OE@R%@(S 2RI O, NHSO02R10, SO02NRI ORI @H ©)

_ ONG{® 3{0,_@@1\1@1@@1 SR{0,, SRR, SPR10, PBFIRAR 10, SO;NR10R11,

< GATRE Uro l BAREHAA o B pBSRGY g romrrs

trloﬂpecmnpyl , ethylenyl, 20 acetylenyl,
trifluoronethoxy, NO2, NH2 or NMme2

R7 is a halogen, methyl, cyclopropyl, CN, OH, methoxy, triflucromethyl, ethylenyl,
acetylenyl, triflucromethoxy, NG, NH; or NMe2

R1, R2, R8, R9, R10 and R11 are, independently of one another, a hydrogen, (1-
6C)alkyl, aryl, aikenyl, alkynyl or heteroaryl, themselves optionally being substituted
by 1 or more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO»,
NH,, OH, COOH, COQalkyl, CONH,, formyl, trifluoromethyl or trifluoromethoxy;

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

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

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



R, RR, R, RO, RIO and RI'1 are, independently of one
anot her, a hydrogen, (1- 6C)al kyl, aryl, alkenyl,

al kynyl or heteroaryl, thenselves optionally being
substituted by 1 or nore substituents chosen from
hal ogen, (1-6C)al kyl, (1-6C)al koxy, CN, NO2, NH2,

OH, COON, COCal kyl, CONH2, forryl, trifluoronethyl or
trifluoronmethoxy; 25 RI and R2 or R8 and RO or RIO
and Rl | can forma 5- or 6-nenbered ring which nay

or ORAY, GGOMACEOOREL e0E(@IR 105 k1 0RY 10 NEC@)RW), SGO)NRIOR1L,

RGP, S SRIIEE 5ol SRR, St Sommionsy
| G@B%FFG Ofsgﬁlgﬁlt@gfthzzf‘ k%te?éargf‘ %Bﬁsyl' Brohethyl, trifluoromethoxy,

opti o nmore su Stituents
chamb(ﬁ-ﬁ@)alhyhal ogen, CN, N02 NH2, OH, 5 OR10, COH,
C(O ORLO, -O C(O R0, NRIOR |, NHC(O) R10,

5 C( ) HREORktmatebHea B Btdrs Gf YRR dmeSRind thed Rifdliks, to their
S2R10, NHSQ2RI Q, SC2NR10OR11, -0 SO02R10, -S02-O- R0,
ar fptoness anpdigrtheir Phagmageuticelly prqsprRbleseiy | |
trifluoromethoxy, and (1-6Calkyl; 5 to t hei r
rdﬂﬁmue$x¢dbdanmb@heﬂéa@suﬁd@b@éwenﬁ§bnmﬂaGémmenéhr
m xtures, to their tautoners and to their

phBB rinee(t6@alkyl; ayic epl@ss@atiallt beterbmyl, meeseam(l 6C)alkyl, aryi or

dl ﬁ%{%%%r 2 so r?t ib@%cgﬁ&%lﬁy ﬁroc%glreg erqg;a 3% )cycioa]kyi

10 h%&&&ﬁw olpé}cfdemésny MQW'GOMRZOCSNRIM COORI, SO,R1
heteroaryl” fused to a (1- 1OC cycl oal kyl

hete CGeyEDNR ! hadisab ctheseomidiopls, og‘u;anaﬂalbomg subggtuted by 1 or more

SRt PR o8, SRR B S BFoyors, o

r agiom s M1mnahm(@mn90§@mmwt smbys@)m wzm NHSO;R1,
substituents chosen from hal ogen,

ORBO-MRERL. GERIRZ, NHE{HRA , -0 GiROmRl, LR, anl, heteroaryl,

15 g(( % 'SRJ‘%’;(OT‘?IW&%&% s%%%{)rog% @%ﬂy’lﬁ%@%@&e&ow or {1-

heteydiytyl , 15 fornyl, oxo, trifluoronethyl,
trifl uoromsthyl sul fanyl , trifluoromethoxy or (1-

6CRaiikyh aryR> 15 an aryl;

R6 and R7 are, independently of one another, 2 halogen, methyl, cyclopropyl, CN,

OH, methoxy, trifluoromethyl, ethylenyl, acetylenyl, triflucromethoxy, NO», NH; or
20  NMe, |

R1 and R2 are, independently of one another, a hydroger, (1-6C)alkyl, aryl, alkenyl,
alkynyl or heteroaryl, themselves optionally being substituted by 1 or more
substituents ‘chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NH,, OH,
COOH, COQalkyl, CONH,, formyl, oxo, trifluoromethyl or trifluoromethoxy;

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

heteroatom, such as O, S or N;

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

tautomers and to their pharmaceutically acceptable saits.



R6 and R7 are, independently of one another, a

5

10

15

20

25

hal ogen, nethyl, cyclopropyl, CN, OH nethoxy,
trifluoronmethyl, ethylenyl, acetylenyl,
trifluoronmethoxy, NO2, NH2 or 20 NMe2 RI and R2 are,
I ndependent|y of one another, a hydrogen,
(1-60C) al kyl, aryl, alkenyl, al&ynyl or heteroaryl,

t hensel ves optionally being substituted by 1 or nore
substituents chosen from hal ogen, (1-6C)alkyl,

( 1Tecprastn djsclosnge algprelagato d@sr/atw@mf\form@s(ltmlwmch.
CONH2, fornyl, oxo, trifluoronethyl or

t 1 iR MO QUEERBKY, [ardh aESlrlaaa@)aEi%dCBaexfoﬁfym @eté_}oaﬁ'f(l 6C)alkyl, aryl or

6msnbered r'ing which

hethetersard rﬁ!lS@utslha dé— 10C) Sydpalﬂdyl tiawrh‘amire, riawmzbalkyl cycloalkyl,

¢ hafm T Borer RN AR Ry AR ORI RTEENKRI RS, ORI, SO.R1

aceert@NrpNRal fadicah m@é&erﬂ@@@ BFuéhaﬂ | sy %ul%'n&ﬁ% by 1 or more

relates to derivatives of fornu i n ‘Wwhich

a (sqbs@cgeatskc})psenaﬁgm halpagn CNe Q. 2? (Hi;tQRbaﬁ())@H C(O)ORl -O-

@@%)Q c;&?‘g%?% @H@(?Z}% ?&0@(““ %{gﬁgg ‘fgﬁ ke, AHso.R1,

cy(smwmm C(@‘JNRHRIZwNHQQEE)myCl@@U&Rh -SDK@IR'L aryl, heteroaryl,

aI kynyl CONRI R2, CSNRI R2, . COORI,

YRIOX0a dirMoromeiayle Fémoe%mgﬂlasbtﬂfw& |t9ﬂ5@pmgthoxy or (1-

su QE £§ged by I or nore substituents chosen from
halo CN NO2, NH2, OH, ORI, COOH C(O ORI, -0-
1s R2, NHC(O R, C(ONRLR2, SR, S(OR,
a‘&ﬁé’ ., SO2NRIR2, C(9) NR1R2 NHC(S) R,

 CRY BT 802 et erElobraml et O Fagipenty, mibludromethy, ethylenyl,

tr'&éﬁ@ﬁﬁ”ﬁiﬂiﬁﬁm&ho £y, NAONES) vk R5 i's an aryl;
i s a hal ogen, met hyi, ‘¢ycl opropyf

né% Iuoronethyl et hyl enyl , acetylenyl,
uoro

tr| oxy, NO2, NH2 or Nl\/b2 R7 is a hal ogen

15 Rl a dent I ne_anot

hy Oﬂ@ gae W&f gf ope a.% §| CGitogen, (tl] %C)a&yl, aryl, alkenyl,
alkynyl or heteroaryl themselves optionally being substituted by 1 or more
substituents chosen from halogen, (1-6C)alkyl, (1-6Calkoxy, CN, NO,, NH,, OH,
COOH, COOQalkyl, CONHj, formyl, oxo, trifluoromethyl or trifluoromethoxy;

Rl and R2 may form a 5- or 6-membered ring optionally containing a hetercatom

suchas O, SorN;

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

tautomers, and to their pharmaceutically acceptable salts.

In a first aspect, there is provided a compound of formula (I):

H_Rs
R5
\/N
R6 N M

R7



al kynyl or heteroaryl, thenselves optionally being
substituted by 1 or nore substituents chosen from
hal ogen, (1-6C) al kyl, (1-6C)al koxy, CN, NO2, NH2, OH,
COON, COCal kyl, CONH2, fornyl, oxo, trifluoronethyl
or trifluoromethoxy; R and R2 may forma 5- or
6- menbered ring optionally containing a heteroatom
20 such as O S or N to their racemates, enantiomers
or di astereoi sonmers and t é% m xtures, to their
tautonmers, and to their naceutlcally accept abl e
salts. In a first aspect there is provided a
inGafigpund of forrmula (1): NR3 25 R5 )g \NR6 H (I)
R7 6a -in which R3 is a aryl (I-6C)alkyl,

RAekeL oy ah O RRYGET aeaéfdcga'ekﬁié%t;&w;ae@%%@w E\)%)ﬂlmz.ntyl,

polycycloalkyl al kenyl
petOeRioalksbratkendy aliGyNHOGRIRIRS] (BBNRIR2se QREREAISOR1, or

- CBRRE, 'e%@lg?fe e RBOA ieisginy Rhod Rebstnygd bl or more

o'’ TR e A Ve =X AR 0-
O NR R, SR, S(OR CN\'ff(ozFeI N%%?MH@@BII%O)ORI ©
C@()B)lNF?iR&RZ NN@:( 1, @Cm-, SR, (S(QlRl,aISQle NHSO;R1,

SUSENCRT apSEer RS LUt EBUBT TP ey,

hetEdatcldl Yorm 0 rilf@otdimahyll trﬁﬁ‘l@‘oﬁ&hy@sﬁﬂfaﬁﬂahiﬂlobﬁhaﬁoxy or (1-
substituted by 1 or nore substituents chosen from
e, ON, NO2, NH2, COOH, C(O)OR1, -0-C(ORI,
NRI R2, N}—g R, C(ONRLR2, SRi, S(OR, SO2RL,
RARSEIR6C) mﬂiﬂw&mﬂm’wﬂl@@) RF more-sShstitents chosen

from palogert N, NEE! B Lol e S5Ok, MR IR NEC(OR1,

C(O)NRIRZ, SRIl,  S(O)RI, SO;R1, NHSO,R1, SO:NRIR2, C(S)NRIR2,
NHC(S)R1, -O-SOzRY, -SO:-0-R1, aryl, heteroaryl, heterocycle, formyl,
rifluoromethyl, triftuoromethylsulfanyl, trifluoromethoxy or (1-6C)alkyl;

'R6 and R7 are, independently of one another, chosen from the following radicals:
halegen, CN, NO2, NHj, OH, COOCH, C(O)ORS, -0O-C(O)R8, NR8RS, NHC(O)RS,
C(ONRBR9, NHC(S)RE, C(S)NRSR9, SR8, S(O)R8, SO.R8, NHSO,RE,
SO;NRB8RY, -0-S0,R8, -S0,-0-R8, trifluoromethyl, wrifluoromethoxy, (1-6C)alkyl,
(iééc)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6Cjalkyl, heterocycle,

- cycloalkyl, alkenyl, alkynyl, adamantyl or polycycloalkyl; these radicals optionalty
being substituted by 1 or more substituents chosen from halogen, CN, NO;, NH,, OH,
OR10, COOH, C(O)OR10, -O-C(O)R10, NR10OR11, NHC(O)R10, C(O)NRIOR11,
NHC(S)R10, C(S)NRIOR11, SR10, S(O)R10, SO,R10, NHSO;R10, SO,NRI0R11,

-0-80,R10, -80,-0-R10, aryl, heteroaryl, formyl, trifluoromethyl, trifluoromethoxy
or (1-6C)alkyl;

RS is chosen from the following radicals: halogen, CN, NO2, NH., OH, COOH,
C(OYORSE, -O-C(O)R8, NR8RO, C(O)NRERS, NHC(S)RE, C(S)NRERS, SRE, .



trifluoronmethyl, trifluoronethylsulfanyl,
trifluoronethoxy or (1-6C)alkyl; R6 and R7 are,

i ndependently of one another, chosen fromthe

followi ng radicals: halogen, ON, NO2, NH2, OH, COOH,
C(OORS, -OC(OR8, NR8R9, NHC(O R8, C(O NRS8R9,

NHC( S) R8, C(S)NR8BR9, SRS, S(O) R8, SO2R8, NHSO2RS,
S2NRBR9, -0O SQZRS, -SM2-0 R8, trifluoronethyl,
trifluoromethoxy, (1-6C) akkyl, (1-6C)alkoxy, aryl,
aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6C)al kyl,
het erocycl e, cycloallcyl alkenyl al kynyl ,

S(Cﬂ)ﬁﬁn&ﬁﬂzm FHFOIRR yBOPTREESD ; —Oh%@ém’ a-(ﬂQ:dDéiS trifluoromethyl,

optl O'-??f‘e‘%t épghg%@ub@t# ed by ary ar&&%%yl obeteroaryl,

' |
- OQ%;%%R% B IpME QR o

poimz:makylj\ﬂssamd@:alssmmmlm eing SIDSHOXRI DY | csagm@srsehﬂments

cncih FFRETnERy Nor iz it IR CREBHCERRIO. papORI0

NRtlelflmNH@(%%{ 1@dicy@hSR1 ORI 0geNHCPHR Y2 CMRR 1@k11, SRIC,
S, O)R8 NRSR9,

S(GPS) FERTG, YRR D SROmNGb! 0Tl 7S e - Sﬂmébﬁﬂz@ aryl,
SOPNRS
h@wlﬁ?%%%@%@%?@ggﬂﬁ% ﬂi‘({fgy 6‘1(5) al xy ar yl,
aryl (1-6C) al kyl , heteroaryl, he ergaryl 6%”5}% , 1
R1hBRe )F& &IGC%I@I Bl l@;ﬁf in Htly 3? they pgen, (1-
B S e e
by halrease, su@ﬂmdﬁ@cho%ﬂﬁﬁoﬁﬁal@iﬂ(i-w}kymﬂ@ﬁmxy, CN, NO,,

Eg%g)ck:)?l O  NRIORI 1 Iglt-g O; R EIEC%' r(%{IE\Islﬁ_1 %Qfﬁmmetboxy

NHSO2RI O, SOZNRlO?I 1, -0 SOZRI O -S02-O- RO ary
R1heideRdar R a:rdoawr RlpranmPublr @aﬁafm 2 S (oF ﬁrreané?rs@ g yPhich

6 and RII are
SRE EN0 rogen,

e i O %%%F‘r’% brogaisarhe 08 0%

6C) al kyl , , _al ken aI k et.
1tstrﬂc‘eet%sé %ggaxg{vﬂqea% gy ﬁﬁ#‘[ﬁi&()}?gnﬁea% gPd Iﬁlnj e %1?1@%1543 1ts tautomers and
its &Bb‘iﬁﬂeidl@m hal ogen (1-6C) al kyl,

?’ C) al koxy CN, NH2, COOH, COQal kyI ,

CONH2, fornyl, trlfluororrethyl trifluororrethoxy;

In a second aspect, there 1s provided a compound of formula (I):

—R3
[345]
N
R6 N 0

R7

in which



Rl and R2 or R8 and R9 or RROand RI | can forma 5-
or 6-nenbered ring which nmay or may not have a

het eroatom such as 0, Sor N its racenates,
enantioners or diastereoi soners and their m xtures,
its tautoners and its pharmaceutically acceptable
salts. In a second aspect, there is provided a
compound of forrmula (I): NHR3 R5 \N R6 H(0) R7
in which 6c R3 is aaryl (}z6C) al kyl, heterocycle,
het er ocycl oal kyl, cycl oal kyl , adanantyl

poi ycycl oal kyl , alkenyl alkenyl CONRIRZ, CSNRI R2,
COCR1, SORT, or C(:NH)NerradicaI; t hese radical s-

Ropisi easli{lycOpikyy deirsedyels edetzyodycmllobr eycloalkyl, adamantyl,

v %%?Igtoltuenta%echos$n ygog\@?%&gfnmlw g;—&[ O§|07R1 or
C%ﬂ@ﬁ%@aﬂﬁ@ gﬁlo}ﬂm(%l%o OHNBEOZ 6 s%ﬁﬁécﬁ%y 1 or more

| suhﬂiresmaclycbspn timtxehaiog@l EN.PoOnyINH, + OF IQR;ir @@@Hycgmom 0-

ARESE ORI GOy Rog BRI B P PR

it A en from
Ry e Sl |

A e R e %@%ﬁ%yisuﬁmﬂ,

trifl RRrRERky oa{ MbC)dliefiesoar yl , heterocycle, fornyl,
tr| fluoromethyl, trifl uororrethyl sul fanyl,

eé 'f(g ;stg&k#h@@%ngn y (ks Lﬂiskﬁﬁted B l'%r ‘it'ilﬁ& %abitrt@éﬁts chosen

g radi cal s: "hal ogen, ,

frcDOBblogEl, (PSRN0, SHo( O SHEIE: 1, CeNREHo NIIRS, SRE(OIR1,
cOHRRBEROgr T s (0)r1, SORI, NHSORI, SONRIR2, C(S)NRIR2,

NHC(S)R1, -0-SO;R1, -SO,-O-Rl1, aryl, heteroaryl, heterocycle, formyl,
trifivoromethyl, trifluoromethylsulfanyl, triflucromethoxy or (1-6C)alkyl;

RS5 is chosen from the foliowing radicals: halogen, CN, NO2, NH,, OH, COOH,
C(O}ORS, -0-C{O)R8, NRSRY, C(O)NRSR9, NHC(S)R8, C(S)NRSRY, SRS,
S(O)RE, SO,R8, NHSO-R8, SO,NRSRO, -0-80:R8, -80,-0-R8, trifluoromethyl,
trifluoromethoxy, (1-6C)alkyl, (1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl,
. heteroaryl(1-6C)alkyl, heterocycle, cycloalkyl, alkenyl, alkynyl, adamantyl,
polycycloalkyls; these radicals optionally being substituted by 1 or more substituents
chosen from halogen, CN, NO,, NH;, OH, OR10, COOH, C(O)ORIO, -G-C(O)R 10,
NR10R11, NHC(O)RlO, C(ONR10R11, NHC(S)R10, C(S)NR10R1l, SRI0,
S(O)R10, SO,R10, NHSO.R10, SONRICRI1L, -O-SOR10, -80>-O-R10, aryl,
heteroaryl, formyl, trifluoromethyl, trifluoremethoxy or (1-6Cjalkyl;

R6 is chosen from the following radicals: halogen, CN, NO2, NH,, OH, COOH,
C(O)ORS, -0-C(O)R8, NR8RY, NHC(O)RSE, C(O)NR8BRY, NHC(S5)RE, C(S)NRSRI,



S(O R8, SO2R8, NHSO2R8, SO2NR8R9, -O SO02RS,
-S2-0-R8, trifluoronethyl, trifluoronethoxy,
(1-60 al kyl, (1-6C)al koxy, aryl, aryl (1-6C)al kyl,
het eroaryl, heteroaryl (1-6C)al kyl, heterocycle,
cycl oal kyl, allcenyl, al kenyl, adamantyl,
pol ycycl oal kyl s; these radicals optionally being
substituted by 1 or nore substituents chosen from
hal ogen, ON, NO2, NH2, OHggOR10, COOH, C(O ORI O
-OC(ORLO NRIORL1, NHC(OR10, C(O NRIOR1I,
NHC(S) R10, C(S)NRICRI1, SR 0, S(O R10, S2RI O
SREISOZ YRR S@Mﬂ@lﬂﬂs_cﬁz&@ RIGQNRSIER - O-BEH, R Y| -S0,-0-R8,

héterodryl, fornyl, trifluoromethyl, trifluoronethox

trifinoromedG) atrilpprorrghoxy, (hdsaalivhofirePRelkony) amilngryl(1-6C)alkyl,
kA0 e LRl ol e B AT,

adﬁﬁn%mgﬁ cybidallPR theSd £Jdnthls SQ&E&IIE NP ddbsti tatdINRB ROr more
- O SO2R8, -SO2 |

-0-R8, trifluoronet

substitpnio Fhasen Fowy halpens EPa NG, NE1 @) BRAGX SOy F(O)ORI0, -
e A

srgﬂg se@}mé),, spgky@;gﬂgsraim, SOLNRIOR ! g a@-88kR1 @),pSE@NhRJI 9, arvl,
el ng su stlt_ute or., nore Su St t NL S, chosen
heterearvh aqng@ré,rﬁlﬂmom@i tRifproremethexy o1 -@eﬁf,ﬂ;
C(OORO, - COORO NROR |, NH(ORIO,
RTEG) ngiegrn. methiAcesimropyl CCY). Nl omethoxy SRiflugronggthylRethylenyl,
SORR10, NHS 0 2 OR Ly O SC2REQ, - SO2- 0- Rl
”S%W% , h%g‘%l%”é”rn% ormyl PP £ Co R hyl ,°ro NMez2
ri,flyor - 6¢ R Al .
e, 18 BTEE AT | Tt sntadhoi o,
6(13}&11(%,@{{19 Hﬁthﬂjﬁl alk@tl’\%)zdr Qﬁl’gek'oaryh amnyzdebmy loptionally bemFgg substituted
ri uor one OoXYy, , r ), y y -
byl o meee RIBStEREE qmer@pfé%g'iwfcr%?no Bl ST alkg, CN, NO,
I. Fometh 7
Ni BASEOAH CobEa CONER! bty BB me sy KO Willubfomsthory
e t] 0 : :
7ok 58S 51 Y8 LB g o s
: Qakdey Inot BENHZhett @I, sudh af OUBLONet hyl or

trifluoronethoxy; R and R2 or R8 and R9 or RI O and

ithbackn@@d. E0mAbRels 0:08iafer@Bisbicedand thgirwhixtdres, TBytagibmers and
may not have a heteroatom such as 0, S or NT;
its pharmaceutically acceptable salts.

In a third aspect, there is provided a compound of formula (I):

H-R3

)




its racemates, enantioners or diastereoi soners and
their mxtures, its tautonmers and its
pharmaceutically acceptable salts. In a third aspect,
there is provided a conpound of formula (1): NHR3
RS g\N REH(') R7/ 6e inwhich R3is a
aryl (1-6C)al kyl, heterocycle, heterocycl oal kyl,
cycl oai kyl, adamantyl, polycycl oal kyl, al kenyl,
al kynyl, CONRI R2, CSNRI R2,6eCOO?1, SO2RI, or
C(=NH) NR1 radi cal; these radicals optionally being
substituted by 1 or nore substituents chosen from
in iidblegen, CN, NO2, NH2, OH OR1l, COCH, C(OOR1, -0-
C(OR, NRIR2, NHC(ORI, C(ONRLR2, SRi, S(OR1,
R R el o nr g o o
-0- - - , .aryl., _heter 0 :
polyeycicatiorlostenyl , alkyisly (PSR | égﬁgﬁ% 3R, ¥OR1, o
bl or 0 Mea&idals © | bei ; by 1 or more
CrpueE) RS Al Rt beifle sl By 1or

d b
subSHRfhistdiesinsirah abgen f CNINNGRY, 0Fén pmau@éom@om, -0-

- COOH, O OR1, - ®) , )
COR NI ST R OB o MO REn Asf, NHSORL,
N et SNTics)R1SRRB0,R302-50, Rb-R1ar dlyl, heteroaryl,
Soﬁg?‘)el?gaf%ﬁs,) gfﬁé’rocycl(e), or nyl ,2 trifluoronet r&/
- forbdylLf | axor omifhoydnsaihy¥lantrifiuoremethyimifaesin oxiflugrome
(1-6C)al kyl; R5 is an aryl R6 and R7 are,
6C)alkEpendent |y of one another, a hal ogen, nethyl,

RO L
fro%wgglogen, CN, NO,, NH,, COOH, C(O)OR1, -0-C(O)R1, NRIR2, NHC(O)RI,
C(O)NRIR2, SRi, S(O)R1, SO.Rl, NHSORI SO;NRIiR2, C{SINRIR2,
NHC(S)R1, -0-SOR1, -80-O-Rl1, aryl, heteroaryl, heterocycle, formyl,
trifluoromethyl, trifinoromethylsulfanyl, trifluoromethoxy or (1-6C)alkyi;

| 1
oxy or (l-

RS is an aryl

R6 and R7 are, independently of one another, a halogen, methyl, cyclopropyl, CN,
OH., methoxy, triflnoromethyl, ethylenyl, acetylenyl, trifluoromethoxy, NO», NH; or
NM&;

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;, NHa, OH,
COOH, COCalkyl, CONH,, formyl, oxo, trifluoromethyl or trifluoromethoxy;

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

heteroatom, such as O, Sor N;

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

its pharmaceutically acceptable salts.



RI and R2 are, independently of one another, a

hydr ogen, (1-6C)al kyl, aryl, alkenyl, 5 alkynyl or

het eroaryl, thensel ves optionally being substituted

by 1 or nore substituents chosen.from hal ogen,

(1-60) al kyl, (1-6C)al koxy, CN, NO2, NH2, OH, COOH,

COQal kyl , CONH2, fornyl, oxe, trifluoronethyl or

trifluoronmethoxy; R and R2 can forma 5- or

6- menbered ring which may or may not have a

heteroatom such as 0, S or g8, its racenates,

enantioners or diastereoi soners and their m xtures,

its tautoners and its pharnmaceutically acceptable

salts. 6f In a fourth aspect, there is provided the
InCOMRRIN RS, dedrt NE grahdraetHeOfoistind Sasadefitediabave fdr. use as a

In a fifth aspect, there is provided a pharnaceutica
medopogitt i on, which conprises, in a pharmaceutically

acceptabl e medium a conpound defined as defined o
Inahfiie aspent, thesé stiroddpde pharnipseetiqal compesithed Wi epsprises, 1n

f ! d fined ab in .t f f
o BB AR 457 2D e BB TP O S e RO A h e

di seases, strokes, ﬁggqhal and spi nal ragp?s(?qg 0 th
Inpe pich 8FREFL VRATF S ATITERES, MO BES Y f, CHRRUBD| % fetmed above mn the
‘ mgftx%g@cﬁlees of LY rﬁ?eduarﬁélﬁ%f Qe ©SSSRLH a8t ﬂ%ﬁﬂﬁééeﬁﬁ?&iﬁ@@; diseases,

rosclerotic cardiovascul ar diseases, polycystic _
stenkas,i e@snisly mett spipal syucksoamet Meriphenal mededpatiigsn @ée%id metabolic
cancer, In_the preceding definjtions and those which
GBGFoVPENY. (EDBES. SR RO SRS e, PO ascular
dﬁ%pﬁ BoBcPR dvarigs $hbifingd) synd@bnkranahagotidisicyhe cancer.
a

enyl ‘radicals conprise 2 to 6 carbon atons and
one to 3 conjugated or nonconjugated double bonds in

18 ther pieghling aielibitione head- St nwhidhe followy e ok alkyl sadicals
N
&@&F 84z 6aRioR atdhieardl Me 1o bddhgated 6 mhosEtededdouble bonds
phenyT ;

naphthyl or indenyl; the heteroaryl _radicals
ipanytrdighs- 8r branthed-chair;ibetabingyl spdirdn SPIPTIEOA? iﬁsqaﬁam atoms

S o R O i Yt

chain; the aryl radicals are chosen from phenyl, naphthyl or indenyl; the hetsroaryl

radicals comprise 3 to 10 ring members, optionally comprising one or more



pyrrolyl, pyridinyl, furyl, imdazolyl, oxazolyl,

pyrazinyl, tetrazolyl, oxadiazolyl, thiadiazolyl,
i soxadi azol yl, isothiadiazolyl, isothiazolyl,
i soxazolyl, triazolyl, pyrazinyl or indolyl; the

hal ogen radical is either chlorjne, iodine, fluorine
or 5 brom ne; the polycycl oal kyl radicals are chosen
fron1adananty| qui nucl i di nyl, bornanyl, norbonanyl

£ S BSARE Rt S, oY ARt B, i,

? dlnﬂhrfﬂ%nﬂﬁldaﬁolﬁ; 3x4zolyl, pyrazinyl, tetrazolyl oxadiazolyl,
rahydr0|squ|no yl or 1,2,3,4- tetrahydrqu|nonI

t hetnhtamijdcyeﬁbaadlmhdal §0ﬁ@aq;mésé sothiazplylet spxagpbibs triazolyl,

chosen om 9 n ni;tro £ epr.

in? W?]ly!; B é%‘%? P’ﬁeﬁ?“gg‘?ﬂ/ rad‘lrra%rlﬁ hol ny‘quOrlnelo 18&3 ﬂuonne or
5 PY btsthing M polytidladryll eididls apy chd®hi by hdamantyl qumuchdlnyl

|soth|a20||d|nyl t hi azol i di nyl, isoxazolidiny

ox b@manm nqznborq@nﬂeb@tzxenxll or ngshorpemykfhe hetergpryd mdé\“@#fefused toa(l-

d
JPPCHERNG dRe-AaRpaif Bl ApRERSL chromanst 1234

eX Iﬁgtﬁhp&mgoqﬁﬁel@i oM Ssaprhpdrotingiat; bbdﬂhetamdy:ﬂafadicals comprise
therefore exist |n the form of ié%rrers, (?cemates
of l&pgrietanaems ghepcaiom SXyEeRs SERE GF SEFREEY and frpresent in particular

D

f orniutcdidiny)], Bbxaretidmyh onclizolidity, pl‘;era:ainw,ematldm,yi o2-piperidone, 3-
the. follow.,ng conmpounds: bic clo
k e FiReEdERE, 4= P%{%’llgl @% ?moﬁ}é?rﬁf 5- phenyl - |

H-i ndazol -3 - am ne

6 Eilslpaqogxptpmp m@mu@gﬁhegph@pg)ﬂng B yRYTE SIS PRBI(Fic. carbons and can

nd,n
or 0- 'Fﬁ}s?uor ng_fczr? fehsf/) SFSO pcf/f facgmaﬁg n;? qantiomers and of
15 H- IdM&z@ixsdﬁamnﬂjE}atter also form part of the invention, as do theu' mlxtures.

6- chl oro-7-fl uoro- N-(cycl opropyl met hyl ) - 5- phenyl -
H iM&ﬁ@'m‘%‘ BéTiAde, among the compounds of formula (T) of use accordmg to the
6-chl oro-7-fl uoro-N-(cycl opentyl net hyl ) -5-phenyl -
r RO i faanioHEWing compouds
6-chl oro-7-fl uoro- N[ 3- Snr.r‘eth%/lthl 0) propyl ] - 5- phenyl -
H iNM{ziznile[3-2althem-26n-2-ylmethyl)-6-chloro-7-fluoro-5-phenyl-1 -mdazol 3-
6- chI oro 7-fl uoro- N (phenyl et hyl)-5-phenyl -1 H i ndazol '
- 3_

20, ,qql%pjgrgr'i gf ' Gt N33 ém%éﬁ;y?{' t§i¥ e 1S RSTY i

6- chl oro-7-fl uoro- N- pr opy go -1
H- |%dgqr@ﬂ—gn%lﬂé3«g)henylpropyi)— phenyl 1H-indazol-3-amine

6-chloro-7-fluoro-N-{(cyclopropylmethyl)-5-phenyl-1H-indazol-3-amine
6-chioro-7-fluoro-N-(cyclopentylmethyl)-5-phenyi-1 H-indazol-3 -amine
6-chloro-7-fluoro-N-[3-(methylthio)propyl]-5-phenyl-1H-indazol-3-amine
25  6-chloro-7-fluoro-N-(phenylethyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-ﬂuoro-N—(cyclohexyhneﬂlyl)-S-phenyl—1H—indazol—3-arrﬁne

6-chloro-7-fluoro-N-propyl-5-phenyl-1H-indazol-3-amine



6-chloro-7-fluoro-N-(2, 2,3, 3,4, 4, 4-heptaf | uorobutyl) -

5- phenyl -1 H i ndazol -3-am ne hydrate

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

6-chl oro-7-fluoro- N[ (4-net hoxysohenyl ) met hyl ] - 5- pheny
-1 Hindazol -3 -amne 5

6- chI oro 7-fl uoro- N (phenyl net hyl ) - 5- phenyl -i H i ndazo

| - 3-

6- SraATD T vara 62 R3P A SyherEe At WY 5 Fdagql-3-amine
N- ﬁ%ﬁgﬁlzg:roghgnmyln;enet hyl ] - 6- chl or o- 7- f | uor o- 5- phenyl
3 P AP g Rty ey 2 m’ﬁ‘eny

o- Er vy SR E Y D Ry SO

5-phenyl -1 H i ndazol
S\ [64013{1‘FTP67 mrerl‘&rinhepm%erﬂaﬁ%5 mjﬁl@ﬂﬁrﬂgmdaml 3-amine
H i ndazol - 3-yl ] am no] net hyI phen acet am de
b G- RaTION S P aptS i BRI HeT-) HePrgdal-S5upiRe
enyl -1 Hindazol - 3-am ne
6- Ah{(@rablctophenymeBuy e alyloraN? {fluarq-§phenydodbinsargit - phme
nyl ] methyl]-1 Hindazol-3 - am ne 15
6- mmm-ﬂﬂﬁdamdﬁ{{(%m&(héxwhmybmhﬂmw}pm:iyyll}{-ﬁdm&}ﬁyinune

-i H-i ndazol - 3-am ne

6- Ghiidéo- 7Zﬂﬁd>x@m-‘flEwuéxénﬁﬂidiy)nhhﬁgﬂ}m&hﬁﬂké%ﬁeﬁ?}thﬂ;dazol—B-

-5-phenyl -1 Hindazol -3- am ne
10 I\I-(aBllQe33444heptaquorobutyI) 6-chl oro-7-fl uoro- _
5- phenyl -1 H i ndazol - 3-am ne
6- A4 {[ps-Fhlbora:diiinoso-pipbryyl-I1H-{1d3ze)-hydgmincimetbyidphentiacetamide
| ) phenyl ] nmethyl]-1 Hindazol - 20 3-am ne

6- Ghthioro-T-AbioaN (55 ivhlorbptdal eyt I-bhenybiBkingioobfiemine
nyl]methyl]-1 Hindazol-3- am ne

6- @é}ﬁéx@ﬁzﬂﬁbw-?héiyi-ﬁ\ﬁE[Wtrifmoyerﬂeﬂiﬁ]pﬁﬂdnyl]hﬁﬁiyﬂylHﬂﬁiazol-?;-
phenyl -i Hi ndazol - 3-am ne

6- cB? o- 7- f | uor o- N-[ (pent af | uor ophenyl ) net hyl | - 5- phe
nyl -1 H-indazol - 3-ani ne 25

156- dhitders-T-{lbroeN e (Ailppophenstmyath]- 6 pbaesiyiH-inspglt 3-argine
phenyl -1 Hi ndazol - 3-anm ne 9

N- [6-dhloiv- Dflao®- K} [adrandthylphdnuvey Jprehyl Siettyl Job-phenyi 1 Hemdazol-3-

-5-phenyl -1 H i ndazol - 3-°
amine

N-(2,2,3,3,4,4,4-heptafluorobutyl)-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-amine

6-chloro-7-fluoro-5-phenyl-N-[[3,5-bis(trifluoromethyl)phenyl]methyl}- 1H-indazol-

20  3-amine
6-chloro-7-fluoro-5-phenyl-N-[[3-(trifluoromethyl)phenyl)methyl}- 1 H-indazol-3-
amine
6-chloro-7-fluoro-N- [(6-methoxy-2-naphthyl)methyl}-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-{(pentafluorophenyl)methyl] -5-phenyl-1H-indazol-3-amine

25  6-chloro-7-fluoro-N-[[4-(methylthio)phenyllmethyl}-5-phenyl- 1 H-indazol-3-amine



5

10

18

20

25

am ne

6-chl oro-7-fl uoro-5-phenyl - N- (3, 3, 3-trifl-uoropropyl) -
1 Hindazol - 3- am ne )

6- chl oro-7-fl uor o- 5- phenyl - N- (3-t hi enyl net hyl ) - 1Hi nd
azol -3-amne 5

N- (bi cycl o[ 2. 2. 1] hept - 5- en- 2-y|9met hyl)-6-chloro-7-flu
or o- 5- phenyl -1 H i ndazol - 3- am ne

1[(%;_ pﬁb&?%ﬂ@éﬁ{q&%&ﬁﬂsﬁﬂ&ﬁ' ?’rﬂgor%- - eny 1?1 gagazol 3-
gﬁ% £ o-7-fl uoro- N-[[4(di_methylamno)phenyl]methyl]
-5 enyl -1 Hindazol -3- am ne 10

o g%hfﬂf %@fg{%h@ﬂ 21”(" BNV BB B PR inbA P8 Gind
(@f‘r‘%ﬁﬁ%@%ﬁ? Sy e st i pamie

i ndazol

H Nﬁbé%}’f&[% ? ﬁfﬁﬂ%@?ﬁ%ﬁyﬁ% rﬁiﬁ h?frrywi ﬁ%ﬁ oPh yi-i% ipdazol-3-
6-%1%’1“6ro-7-f|uoro N-[ (1- met hyl -1 H-i ndol - 3-yl ) met hy! ] -

o PG BESER o STl e sy P e
e T EN E A gl

H wagazol - 3-anm ne  6-chl oro-7-fluoro-5-phenyl -N-[(1
H i m dazol - 2-yl )nmethyl ] -1 .H i ndazol - 3-am ne

EI: &40 Qntﬁlcf H&B%lﬁeﬁ@ﬁ%hlbﬂ 1-Huoro-5-phenyl- lH-mdazol 3-amine

azol -4-yl)nmethyl]-1 H i ndazol - 3-amne

T RS s B T

H imdadelzbbminey| | met hyl ] - 5- phenyl -1 H i ndazol -3- am ne
6-chl oro-7-fluoro-N-[ (3, 5-di met hyl -1 - phenyl -
2&5Eydmﬁel?-ﬁuofb)mphmbﬁhyﬁiHhﬁﬁ&dzoﬂalﬁ]nieﬁegapaiphsnﬁmmmdazow-

6- 8RS 0- 7- f | uor o- 5- phenyl N-[[2-phenyl -1 H i m dazol -4
-yl ]methyl]-IHindazol -3- anmi ne 10

6- ékdiﬁmo-ﬁﬂmbmdﬁdﬂl\mpﬂﬁl-éH-mmlo}-ﬁbmeﬁvl])5-Eh¢nYi-éHylln]i$ﬂ91- -amine

t hyl ] -5-phenyl -1 Hindazol - 3-
6-chloro-7-fluoro-N-[(5-methyl-2-furanyl)methyl]-5-phenyl- 1 H-indazol-3-amine
6-chloro-7-fluoro-5-phenyl-N-(1H-pyrrol-2-ylmethyl)-1H-indazol-3-amine
6-chloro-7-fluoro-5-phenyl-N-[(1 H-imidazol-2-yl)methyl]-1H-indazol-3-amine
6-chloro-7-fluoro-5-phenyl-N-{{1H-imidazol-4-yl)methyl}-1 H-indazol-3-amine
6-chloro-7-fluoro-5-phenyl-N-(1H-pyrazol-3-ylmethyl)-1H-indazol-3-amine
6-chloro-7-flucro-N-[[2-methyi-1H-imidazol-4-yllmethyl]-5-phenyl-1H-indazol-3-
amine
6-chloro-7-fluoro-N-[(3,5-dimethyl-1-phenyl-1 H-pyrazol-4-yl)methyl}j-5-phenyl- 1 H-
indazol-3-amine
6-chloro-7-fluoro-5-phenyl-N-[[2-phenyl-1H-imidazol-4-yl}methyl]}-1H-indazol-3-

amine
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am ne

6-chl oro-7-fl uor o- 5- phenyl - N-[ (1-net hyl - | H pyrrol - 2-y

[Ynmethyl]-1 Hindazol-3- amne 5

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

H i ndazol - 3-yl ] am no] net hyl ] - 2 fur anyl ]- benzene

sul f onam de 10

6- chl oro-7-fl uor o- 5- phenyl - N- (3-thi enyl methyl ) -1

H i ndazol - 3- amj

6-cFHeRo0l- ﬁ“‘P*IOdSr[gS é‘*—ﬁﬂe’fﬁphewll %fulaﬁé%wﬂliﬂ -3-phenyl-1H-indazol-3-

H-' '%azol 4-yl]methyl]-1 Hindazol-3- amne 10 ethyl
chl oro-7-fl uoro- 5- phenyl -1 H ndazol 3-yl]am no

LB 506 8o D )b AR S AP

[ﬁnﬁlﬂe(trlfluoromethyl)phenyl]-2-furany|]methyl]-l H
i ndazol - 3-am ne '

6- 4&@L H[@ciﬁofo'—ﬂ@l‘h@m%-@ﬁ&gb{llfNr{dﬁzleS'-ﬂ']:ﬂﬁlhb}ih&M}ﬂ-QifﬁbﬂnM]—
I'ndazol - 3- am ne

6 tenraesulfontmids o- N- [ 2- (4- nor phol i nyl ) et hyl ] -5- phenyl

-1 Hindazol - 3-amine N (6-chloro-7-fl uoro-5-phenyl -

H-6-cid ameT-{18ey0-3-phenyl- N-B-thiediimethyh elifindaraed-amine

N- (6-chl oro-7-fl uoro-5-phenyl -1

H-d-gidamot-fldond-J -phhnﬂﬂ-@pqﬂ&ﬁy]-)H¥1ﬁ@dazol—4-yl]methyl] 1H-indazol-3-
N- (6-chl oro-7-fl uoro- 5- phenyl -

H3®{&88zol - 3-y1) - N - (phenyl net hyl)urea

N- (6-chl oro-7-fl uoro-5- phenyI-IH-lndazoI yl) - (4
pheskidx y p Relifd-$hlpran 7-Hlgoro-5-phenyl-1H-indazol- 3-y1]annno]methyl] 5. {methyl-

R ﬁﬁﬁléﬁég%%hroﬁ,%rgpéenyl-m.ndazo| 3-y1)-N - (4
Hﬁ( g‘eﬁg)lo ﬂglog‘ﬂ'g' qzi‘i@gﬁr%%?%ﬁ%‘?@b%ﬂgﬁﬁfwgmmyu 1H-

N 56870k 0mand - f | Uor 0- 5- phenyl -
H 1 ndazol - 3-yl)-N - (4- met hoxyphenyl)urea

ﬁ‘lg-n gtzgé?%% F?é-ﬁli\l?eﬁ}gylgl-{% Eg%ﬁe ur egl}ethyu -1H-indazol-3-amine
Néﬁg" e isx'l}go{ % ogﬂﬁﬁﬁﬁg ctfyl]-5-phenyl-1H-indazol-3-amine
o A féf SaSCHE %aaﬁt—awwr—@as-ﬁvfhlomphenynma

N;A(J;s T%rﬂllq?&%fﬂ‘&f{s}auor i 53{ fﬁrlé 1) ﬂ"daz pr0peny1}urea

N-[6-chloro-7-fluoro-5 henI-lH-lndazoI 3-yl]-N-(tr

| i oRisre.Tiflugy -l H-xyﬁa;péa 1N~ (pheny methy yurc
N-{6-chloro-7-fluorc-5-phenyi-1H-indazol-3-yl)-N'-(4-phenoxyphenyburea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)-N'-(4-methoxyphenylymethylJurea
N-(6-chloro-~7-flucro-5-phenyl-1H-indazol-3-y1)-N'-[4-(trifluoromethyl)phenyl jurea
N-(6-chloro-7-fluoro-5-phenyi-1H-indazol-3-yi)-N'-(4-methoxyphenylurea
N-(6-chloro-7-fluoro-5-phenyl-1 H-indazol-3-yl)-N'-cyclohexylurea
N-{6-chloro-7-fluoro-5-phenyl-1 H-indazol-3-yI)-N'-propylurea

N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-y1)-N'-(4-chlorophenyljurea
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H i ndazol - 3-yl ) - N- (4- net hyl phenyl ) ur ea

N-(6-chl oro-7-fluoro- 5-phenyl- 1 Hindazol -

-yl)urea 5

N- (6-chl or o- 7- net hyl - 5- phenyl - | H i ndazol - 3-yl ) urea

N- (6- chl oro- 7- cyano- 5- phenyl -1 i ndazol - 3- yl ) urea
N-(6 chl oro-7-cycl opropyl - 5- phenyl -1 H i ndazol - 3-yl ) ur

N- @%@:fnlaﬁo&-ﬁuﬂs?d?@&em@*15%@99%0113#1? %&%@PO@PW}SGP@%&
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10 qaﬂ@n@rkﬂgom F-phenvid Fbrdazahd-Bl-pivéimgyclel3.3.1.17 ]deC) 1-ylurea
H i ndazol -3-yl)urea N (6-chloro-7-trifluoronethoxy-5
- phe(hrthloh-HilnomaFphergdylH-indazol-3-y)-N'-(4-methyiphenylurea
N- (6-chl oro-7-nitro-5-phenyl -1 Hindazol -3-yl)urea.
N- (\6¢6-Eloroo?-Tiuaro- iphénydli€hitdadol3-ylhdew ol - 3-yl ) urea
N- (6- chl oro-7-di met hyl am no- 5- phenyl -

5H NV Eilbro37-Ye Hedyl-1H-indazol-3-ylurea
6@32h| or o- 7- g?ﬁ?ﬁrfll - phenyl -1 Hi ndazol - 3-yl )urea

N h@g@&hefo% z¥ztdousﬁbﬁer5an@§mhzdzmmﬁl@gol 3-yl]-4-neth

béenzenesul tonanide”™ N-[6-chl oro-7-fl uoro-5-phenyl -

T e
 PEERTBFEESHAE B S 12,22
tr ﬁ; ¢ QL:J g%lg%g eﬁ?q‘%,‘;gpgﬁg jhﬁpd&zol-}yl)urea

H-| ndazol - 3-yl]-2-thio henes
10N [I*éiérﬁhlex%’z’-};néwem@ﬂg fg-m&giﬂ-ﬂ)ma
H-i ndazol - 3-yl nzenesul fonam de N-
[ 6-MA-olloror i thokgrdyphenyl-1H-indazol-3-ylurea
H i ndazol - 3-yl ] - 4- (t rifluoromethyl)benzene-
s ulN-¢fraintorbe7-nitro-5-phenyi-1 H-indazol-3-yljurea .
N-[ 6-chl oro-7-fl uoro-5- phenyl -1 Hi ndazol -3-yl]-5-(3-1i

s opZ® LNbyo- 2-atdin® plptegyl- Bb-isdazblchalyude 12
N-[6 chl oro-7-fl uor o- 5- phenyl - 1H i ndazol - 3-yl ] - 4f|uo

@ﬁl@ﬁiﬂi-fdﬂﬁaﬂ}rﬁﬁund\'shﬁre ﬂLm-ﬂldﬁzéiLyﬂ)ﬁk'eﬁ phenyl -

in azol 3-yl]-4-nmet hoxybenzenesul f onam de
1 5& [ n iﬂlgfcp7 %F?gg g’%}gnrf‘g hlh a%%edsaﬁclﬂf 30%%m de
N-[6-chloro-7-flucro-5-phenyi-1 H-indazoi-3-yl]-4-methyl-benzenesulfonamide
N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-ylimethanesulfonamide
N-[6-chloro-7-fluoro-5-phenyl-1 H-indazol-3-yl]-2-propanesulfonamide
N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-y1}-2,2,2-trifluoroethanesulfonamide
20  N-[6-chloro-7-fluoro-5-phenyi-1H-indazol-3-yi]-2-thiophenesulfonamide
N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl}benzenesulfonamide
N- [6-ch10r0-7-ﬂuoro-5-phenjd- 1 H-in&azol—?s-yl]—4-(hiﬂuoromethyl)benzene—_
sulfonamide |
N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]-5-(3-isoxazolyl)-2-thiophene-
25  sulfonamide
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N-[ 6-chl oro-7-fl uoro-5-phenyl -1 Hindazol -3
-yl]-1-nmethyl-i Himdazole-4 5 sul fonam de
N-[ 6-chl oro- 7-fl uoro- 5- phenyl -1 Hi ndazol -3-yl]-4-(1,1
- di met hyl et hyl ) benzene- sul f onam de
N-[4-[[(6-chl oro-7-fluoro-5-phenyl -1 Hindazol -3-yl)am
i no] sul fonyl ] phenyl]- acetam dé210
N-[ 6-chl oro 7-fluoro-5- phenyl
H i ndazol - ]-4-nmeth benzenemat hane- sul f onami de
b- Shitorgor-T-Hibroos-RRS I L LR EGHY TS r e s onamide

H-i ndazol - 3-am ne ) .
6- dh]techio-T-fluomes-Nh¢rey}-4 Bdindazad eyl ré e thorgrbghzengsul fopamide
H i ndazol - 3- am ne
6- Qi @¢lderd~T-flucroes-phtydii-inNatdl; 33yl thefizdne e tahesu fopirenie
yl)-1 Hindazol - 3-am ne 15
6- Nlt@élﬁm% 1. ueFo0s-phatyen H-inatod. 34y1B4 thdthy L0 ophianyle )4
1H i ndazol - 3-am ne
6- shifenamide f | uor o- N- (4- f | uor ophenyl ) - 5- pheny! -
H i ndazol - 3- am ne
6- d\h[@cldom-TvﬁluoroeiNl@Iﬁri-ﬂﬁ-mdamiﬂOﬁHf@J1)Cbhﬁﬁwﬂdthﬂ)®n@en€*
nyl - dazol - 3-am ne
6 @ %‘1‘36”1 2 f 1 uor o- N-[4 (trifluoromethyl)phenyl]-5-phe

H i ndazol - 2 I
6 Shib il -oPPRa BT b IR ity W%’&‘PB]?BFW vl
yI] (Tﬁ‘axﬂ hgnyl -1 Hindazol -3- 20 ami ne

ro-7- fluoro N- (4- ni trophenyl ) - 5- phenyl -

HI 5 1 ANy thane-
]{}E%r Sy uE))ir:bo5 rﬁ-h?%ﬂnl}% %lny?d)] 4593 ibell'xzeneme e

HIsﬁH@Z@héB am ne

6-chl oro-7-fl uoro- N- ( 3- met hoxyphenyl ) - 5- phenyl -

H i@&@@t@]-?-ﬁué‘r@-lﬂf{pentaﬂuomphenyl) 5-phenyl-1H-indazol-3- amme
6- chl oro fI uor o- N- (4- met hoxyphenyl ) - 5- phenyl -

H | SIENG3 afthﬂuoroRhenyi)-S henyi-1H-indazol-3-amine

6- ch oro7}lluoro N, 5- di phenyl™~1 Hi ndazol - 3-ami ne 13
O GURLR-T gﬁ&éé%ghé}kﬁ-%r-@/j 5 ¢ Rkhdaco RPN Hlindazol-3-amine

H .‘]ﬂ%}‘j ?gluéﬁo% gheny %I P)’ A G%ﬂxor)opéengrﬁefﬁ—md]azol 3-amine

N et Buotr i osehier) PR LR fpie | hhe

ny|6ucr:heloro-7 fluoro-N-[3-(triflucromethyl)phenyl]-5-phenyl-1H-indazol-3-amine
6-chloro-7-ﬂuoro—N—[4-(triﬁuoromethyl)phenyl]—5-phenyl—1H—indazol-3-amine
6-chlor0-7—ﬂuor0-N—{3-ﬂuoro-5-(tdﬂﬁoromethyl)phenyl]—5—pheny1— 1H-indazol-3-
amine
6-chloro-7-fluoro-N-{(4-nitrophenyl)-5-phenyl-1H-indazol-3-amine
6-ch10r0—7—ﬂuorb-N-(3-nitrophenyl)-s-phenyl-l-H-indazol—S—amine
6-chloro-7-fluoro-N-{3-methoxyphenyl)-5-phenyl- 1 H-indazol-3-amine

6-ch10ro-7-ﬂuoro—N—(-’-l-Iﬁethoxyphenyl)-5-phenyl-IH-indazol-S—amine

25 6-clﬂoro—7-ﬂuoro-N,5-diphcnyl—1H—indaio}&-amine
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N- (6-chl oro-7-fl uoro-5- phenyl -1 :
i ndazol - 3-yl) - 3-net hoxybenzenesul f onam de their
onmers, their mxtures, their racenmates,
antioners, diastereoisoners or tautonmers, and

their pharmaceutically acceptable salts, and nore
particul arl y the fol | owi ng conpdund:

Pi
H-
ac
1-
H-
ur

peri di ne- 1-carboxylic acid (6, 7- difluoro 5- phenyl -

i ndazol - 3-yl )axnide _ 10 Pyrro]idi ne- -carboxyllc
Bebhiago-7- famqrpﬁ%{bpsmﬁnﬂa;ﬁrphem hddadazoB3ywmisgyi de
(6, 7-Di fl uoro-5-phenyl -1

iGrodiérod 7- BugrbIN-82-pgridiny Rt phenpi- prinddzal-3-apinepr opy! |
ea N (6,7-D fluoro-5-phenyl- |

H NaB@gbb-cBloyd-V-Norpliephyehylr Ha-indagol- 2vatadmeer s, and
their pharmaceutically acceptable salts, The
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(1-6
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nposi ti ons conprising, as active 15 principle, a

5 de'N-g’-‘H}lﬁl% 'Pfﬂu&‘?f $08hényiJi - inﬁaﬂ&ﬁlﬁ{ﬂ yB3néthoBybenzenesulfonamide

aryl, "aryl (1-6C) al ky het er oaryl ,

he ar, r S

(1- ebroc%r é?l %i :ﬂhﬁll‘wl{eetse rt%éc%c e, éseeé}%g%%:?%g’l E%s{’epeo?somers o
CY ¢duddthécy) and mﬁﬁmteum@mymgceptahlelsylts, al kenyl ,

al kynyl, CONRIR2, CSNRIR2, COORL, SO02Ri, C(=NH)RL or
C(ahlﬁ')ﬂ&?é préichiieny thetbR6Wingadigaliad:opt | onal | y being 20

substi t ut ed by 1 or nore substituents chosen from CN,

NG, m@u@}mlphen 1@-%&01-ﬁ%&|d
NI—|C(pC§;HRI (O N 1Fez S(OR so%m NHSCO2

105

% Eﬁ%ﬁﬁm{:er Gy lwg(ﬁilmormﬁg%ﬂﬂm@%l 9:/Rhmide

aryl

heterocycl e,

: { :1;‘:6&0{:’%%%8}’58{'1'{ﬂiq’g‘%%gﬁs’p@g% ‘%ﬁ‘\éhﬁ?l in-} -yDpropyljurea
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S TG P PR ATOLII pilthER, Lo e,

O R8, . NR8R9, . N OR8 ONR8R9
H@{S@R@mel@( g()le%@R@hafsmSe“ ey eP@é?ﬁg&S %\leoz RS, 14

S2NRBR9, -0O SO2R8, -SM2-0OR8, trifluoronethyl,
t r i Fhelinventiontabsoyrelates @G}xalphsqmaceveqcab CmPRIHIGS ceppKising, as active

ﬁre%” nggc%@lem\?act%/vglo tf?‘ﬁglﬁg &b;\ l:keny r ogmy% ?Czslglaglnt yl

or

PRI SVELORIEN! iyl hes1 1 RMIER FeRRLIA ALY aryi(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, hetcrocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, aikenyl, alkynyl, CONRIR2, CSNR1R2, COOR],
SO,R1, C(=NH)R1 or C(=NH)NR1 radical; these radicals optionally being
substituted by 1 or more substituents chosen from CN, NO,, NH;, OH, ORI, COOH,
C(O)OR1, -O-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1, SOzR1,
NHSO,R1, SO,NRIR2, C(S)NRIR2, NHC(S)R1, -O-SO;R1, -SO,-O-Rl, aryl,
heteroaryl, heterocycle, formyl, trifluoromethyl, trifluoromethylsulfanyl,
trifluoromethoxy or (1-6Cjalkyl;

RS, R6 and R7 are, independently of one another, chosen from the following radicals
halogen, CN, NO2, NH,, OH, COOH, C{O)ORS, -O-C(O)R8, NR8R9, NHC(O)RS,
C(O)NRSR9, NHC(S)R8, C(S)NRSR9, SR8, S(O)R8, SO;R8, NHSO:RS,



L

bei ng substituted by 1 or nore substituents chosen

from hal ogen, CN, NO2, NH2, OH 5 OR10, COOH,

C(OORLI0, -OCC(ORO NR ORL1, NHC(O RO,

C(ONRLIORI 1, NHC(S)R10, C(S)NRIORII, SRIO S(O R10,

SC2R10, NHSC2R10, SO2NRI CORI1, -O SO2R10,

-SO,--O R10, aryl, heteroaryl,4ornyl,

trifluoromethyl, trifluoronethoxy or (1-6C)alKkyl;

R, R2, R8, RO, RO and Rif are, independently of on
an&@ﬁéR$R%, 1658008 8n-SQ+O-R%H taﬁ,)@omﬂlyl,am)ﬂuorcaﬁqﬁ@qm (1 -6C)alkyl,

SbRless S5 P SFOE KRR PRI, heterocyele

hab}%ﬂlkyl(éik&@l aalll’(yhyl bdarfdabdl ycy@MalWﬂlesd\Hﬂmals optionally
CONH2, fornyl, trifluoromnet

h
trbffltlgl mhsﬁﬁwbboyyor@ombp@mmts Repsgh drorobaipey 6 Néh@z, NH,, OH,
5 R EA ORI £ ORI ga AR, ergpmIon .

WhETHRSR 190, @(S)NRMRTIQCSKHO’; sqgm®§aaaﬂe; NaEISYLR0, $O,NR10R11,

t hi azoléé or_an_im dazoly o] a%{gtjl%llf’ tmgﬁé th

|ea@,1sq; 0o B A" 2t Metergiig Jemma R aiyagomethoxy
Qn&l; ubstituted by 1 or nore substituents

chos haI ogen, CN, NO2, NH2, OH, OR10, COOH,

g %1%0 %%N%?S%%gﬂ %M%e?}l%%m el hydrogen, (-

10 SOBBYMcyi ISR oyl 24Tk o9 NiRit€obiry], thénSDRR1ptionally being substituted

-S2- O R10, aryl, heteroaryl or , ,
by |1mef§§ma¥mn@sfqhop%ﬁr%ma{w 5 Br6 Qe koRLkop, CN, NO,

|
S SO P SO, iy ST S

PR3 LA S R e, T8 LS P g i

Dhﬂial?&)@w;fé@ha@zmasmhﬂoaﬂ%c}ﬁ& C®BPrNsi ng, as active
principle, a derivative of formula (1) in which: R3

151 S 2@, (v@he@@@iskay&-me%ﬁﬁélred Rbrihdnbub GeRidayd1.orRahRESIST M an imidazolyl

heteroaryl (1-6C)alkyl, aryl or heterocaryl fused to a
( 101 GE) oxazelybathiey | at lh%ﬁttem@cgfcﬂ@ Rheandr Béygoupd loypn aryl which is

cycl gl a@ m@%ggg ,%0' cloal %%%%%CN NO,, NH;,

C( ﬂllk*) N@Rin}adl@@bﬁ t hegs®)Orad), calcsccg@ijwale@mng WHIC(O)R10,

C(O)NR10R11, NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO.R10, NHSO,R10,

20 SC;NRlORlI, -0-80;R10, -S0,-0-R10, aryl, heteroaryi, formyl, trifluoromethyi,
trifluoromethoxy or (1-6C)alkyi; *

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

tautomers and to their pharmaceutically acceptable salts.

The present invention relates more particularly to the pharmaceutical compositions

25  comprising, as active principle, a derivative of formuia () 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,
adaméntyl, polycycloalkyl, alkenyl,' alkynyl, CONRIR2, CSNR1R2, COORI,
SO,R1, C(=NH)R1 or C(=NH)NRI1 radical; these radicals optionally being



substituted by 1 or nore substituents chosen from
hal ogen, CN, N2, NH2, OH, ORI, COOH C(O ORi,
-OC(OR, NRIR2, NHC(O R, C(ONRLR2, SR1, S(OR,
S2R1, NHSO02R, S2NRLIR2, C(S)NRLR2, NHC(S)R1,

-0 SO2R1, -S02-O-R1, aryl, heteroaryl, heterocycle,
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O i DR T O PRI B pigopoaon.

150(I@JS|SQR10 CXQ&HZ@-}{](U Eﬁl’ig héteidalHOfcRR®L, MifluSometh Rfd tnﬂuoromeﬂloxy

trifluoromethoxy; R and R2 or R8 and R9 or

Rl dr (t&R)dlbylin a 5- or 6- menbered ring which may or

may not have a heteroatom such as 0, S or N, 25 and:

WheRf7 83 haloger§ ﬂmlmjﬁeczeﬂoprbpylpgwél}i thethexy anfihoromethyl, ethylenyl,

t hi azol yl dazoly zol then at |east one
of f’l"ﬁ‘@“%’ﬁ{ii W‘go‘ﬁ%th&m 2’&?{9‘ %@ optional |y ,
substituted by 1 or m)r e subst | t uent S %;hosen from

hal Bydh2, Ry Rd10 gpg R one another, a hydrogen, (1-
20  6C)alkyl, aryl, alkenyl, alkynyl or heteroaryl, themselves optionally being substituted

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

R1 and R2 or R8 and R9 or Ri0 and Ri1 can form a 5- or 6-membered ring which

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

25 and when R3 is a 6-membered nitrogenous heteroaryl or a thiazolyl, imidazoly! or
oxazolyl, then at least one of the radicals R5 and R6 is an aryl optionally substituted
by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR10, COCH,
C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10,
C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO;R10, SO,NR10R11, -O-SO2R190,



C(OORLIO -OC(ORO NRIORL1, NHC(O R1G
C(ONRIORI1, NHC(S)R10, C(S)NRIORI 1, SR10, S(O R10Q
SO2R10, NHSO2R10, SC2NR1OR11, -O SC2R10, 16
-S02-O0-R1O, aryl, heteroaryl, fornyl,
trifluoronmethyl, trifluoronet hoxy and (1-6C) al kyl
to their racenmates, enanti omer $%or di ast er eoi sonmers
and their m xtures, to their tautoners and to their
pharmaceutical |y acceptable salts. 5 The present

i nv&i—ﬁdﬁl‘br éfdr abetgronsilat fosmyb  imugspmethibe utiflsgromethoxy  and

conprising, as active principle, a
ﬂ)gg)ad{e ’of fornmula (1) in which: R3 is a

het“é%al el shaiomds t SpeRaisaRets e Figh quigrss. to thei

( 11&1&&)1er§xﬁdt %&ﬂlphm%%ceﬁ&%nyla@oepﬁ@k@aﬁ@ycl oal kyl ,
cycl oal kyl, adanmantyl, polycycloalkyl al kenyl ,

58 %Egkﬁs ra?‘?ﬁ? %e rao([{lai:aa%%s opt | o al | yéct?gF%aé compositions

s ulasiptising s lagtive pmncmﬂe,m derative offerihsladhasevhi¢h-om
hal ogen, CN, NO2, NH2, OH, ORI, COOH, C(O) ORL, -O-

C( Q3Ris,a Naa(aakywkﬁmaﬁeﬂ(l -GCRINRLRReroSil,, heSérohiRl(1-6C)alkyl, aryi or
SO2R1, NHSCZRI, 10%&{, NR1R2, "N

OhSeRIY! Trkiaiocs Rf-1 4y clon kb Mosrgivele, pgiergAyciogtisl, cycloalkyl,

t ri f
tr R B clod JHBHA RIGHCONRIRD, CSNRIRD, COORL, SORI
10 R6 ca{=RE)NR, radivaé&ptheste mdigalo bpiermallynstime subsituted by 1 or more
st e A G O, N, Ny DHIORE Yoom, c(oyor1, -o-

t r 'c?fegzgi OB X YNHE®)R NHE(0) M%RRI 9(@31{522 SOR1, NHSO.RI,

dently of one anot her;

(1-SERNRIRZ, , CEDYRIRS, KNHASRlal @%@ZR ; S@Q@-Bdgyaryl heteroaryl,

SuBRERy e EHDREImR b R GYERL f%u@ay?ny Gfitbrortiitoy or (1-

15(1 1k0xy, CN, NO2, NH2, OH, COOH, CQOQal kyl,
CON orrryl trifluoronmethyl or trifl uoronet hoxy;
Rllgng yforma 5- or 6-nmenbered ring optionally

contalning a heteroatom

R6 and R7 are, independently of one another, a halogen, methyl, cyclopropyl, CN,
OH, methoxy, trifluoromethyl, ethylenyl, acetylenyl, trifluoromethoxy, N_Oz, NH,,
NM@z

20  RI and R2 are, independently of one another, a hydrogen, (1-6C)aikyl, éryl, alkenyl,
alkynyl or heteroaryl, themseives optionally being substituted by 1 or more
substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NG,;, NH,, OH,
COOH, -COOalkyI, CONH,, formyl, triflucromethyl or trifluoromethoxy;

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

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

tautomers, and to their pharmaceutically acceptable salts.



25 such as O S or N to their racenmates, enantioners

or diastereoisoners and to their m xtures, their

tautomers, and to their pharnmaceutically acceptable

salts. 17 The present invention also relates to the

use, as nedi canent, of the am noi ndazole derivatives

of the formula (1) in which: R¥7is a (1-60C al kyl,

aryl, aryl (1-6C) al kyl, heteroaryl,

heteroaryl (1-6Q) al kyl, aryl or heteroaryl fused to a

( 1726 @rescyicinyentiopl alsth eetla;tcaacry&eeusehm pedisgoEnalk e aminoindazole

El oaInJilg d5 ald ghﬁﬂé EI ggd yclycl gaolzgl C?l Klﬁl)n)éll o

NH) N
e R R T N—.
'\%’:6%1 %&3 d fers h@@gicyclgﬁgrpﬂeterﬁcﬁ Qt@?@c%ﬂ%@l cycloalkyl,

5 S(ﬁﬁi&ﬂﬁﬁyl Cﬁc@dﬂﬁﬂoﬁﬂcﬂ Na&(‘:@lel glkyrpl, SOPRIR 1 RZ, S@SNBJF@, CCOOR1,

t r I B‘iooaé‘%&?r CL}‘S@I&%]? r%ﬁe radicals optionally being

.t Lgﬁﬁdﬁ%@&@f @Q%yn&é sﬁﬂsﬁﬁﬁh&' dbben fR5m 0¥ N@BME?Z GHLEOR1, COOH,

ependent one anot her, chosen fromthe

f old(OWDR, r@fﬂ(@éRé, NRAR3g FHCENR INGOMNRER2OSRICE&EP)R1, SOR1,

NIRRTk, LR NP L Oty SOp0-R1, anh

10 SORMNBESRy1, - 0h&ERIBcle; SOryR8, tiflublonmtioipt hitifluoromethylsuifanyl,,
trifl uororret hoxy, (1-6CQ) al kyI (1-6C) al koxy, aryl,
ar Wifluergwptoky Pt (het e het er oar yl (1- 6C) al ky! .
heterocycle, cycloal kyl, alkenyl al kynyl , adanantyl

or R@Wlfbﬁmwndepmés@w efcnednothptcheseal frym thrsfollgwing radicals
[ t ut
hal3 @% PI?Q&W OB SR - PP AR, NHOOIRS,
- NHC(SNRBRY, CORBNRBOBIRS, 280,R8, NHSO:RS,
%I\%@ RlORI "1, SR10, S(O R10,. SCPR10,

15 NM@ 8% 1-SO--6-Bp Rithioramepylomdlegrometoxy, (1-6C)alkyl
het er my. o r X
e et —
I nGgpioatentaikensl, aleyhn@hhantyl ar ippticedeskyl( these radicals optionally

being substituted by 1 or more substituents chosen from halogen, CN, NO», NI, OH,
OR10, COOH, -C(O)ORI!O, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NRIORI11,

20 NHC(S)R10, C(S)NRIOR11, SR10, S(O)R10, SO:R10, NHSO,R10, SO,NR10R11,
-0-80,R10, -SO;-0-R10, aryl, heteroaryi, formyl, trifiuoromethyl, trifluoromethoxy
or (1-6C)alkyl; '

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

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

NH,, OH, COOH, COOQaikyl, CONH,, formyl, trifluoromethyl, trifluoromethoxy;

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

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



10

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

t hensel ves optionally being substituted 25 by 1 or

nore substituents chosen from hal ogen, (1-6C)alkyl,

(1-60) al koxy, CN, NO2, NH2, OH, COCH, COCal kyl,

CONH2, fornyl, trifl uororrethyl trifl uororrethoxy, Ri
and R2 or R8 and R9 or R10 andﬁl | can forma 5- or

6- menbered ring which may or may not have a

heteroatorn, such as 0, Sor N, 18 and, when R3 is

6- ﬁ@hﬂé&@&%lﬁ&%@@ﬁ&@éﬁ%ﬁé@@gwhﬁt@m@l R R dhisralyl asran 1m1dazoly1

onel TAOSEELL 488 EDREREE o g RENGR R B oRoaPhy i i

S prﬁdﬂauif %dbéﬁ‘tutéd ey 1rmrnﬁ>rs sitstiniet8thescitese halb&iNCN, NO,, NH,,
haI 0 en
0, N@Qﬁlﬂa Nﬁd@@%o 05(:@)@15@&&&0}&1 NHC(O)R10,

MERQM&'C@@%QS%% S@%E%QSO?R 0, NHSO;R10,

heSerNRIGR] 1, f-(ﬂ-Sﬂletb r +0,0+R0l0p tanyll heteroaryl, formyl, tnﬂuoromethyl
trif]l uoronethoxy or . EI C)al kyl; to their racenates,
enﬁﬂ‘?"é‘?@?@‘”@f%ﬁla@q i somers and their mxtures,

to their tautonmers and to their pharmaceutically
ac b peib Irecesgiass enamionass i ediasterepisomatsi ol tadin pastures, to their

A %zcoﬂ"i%é?- il Gt Y?%”feﬁ%%%' %%“Tn ohi chr R3
: 6
o8 S Bheton ks 2RV HcRRRRLIY ke, PRt B B, of e

( 1&9@@2@1&@1@%&/&% Bﬁf&ﬁﬁ!?a\/@j ®, whiek:er ocycl oal kyl ,

cycl oal kyl, adamantyl, polycycl oal kyl, al kenyl,
al hmx' 1 arONRIR6CIABYR hetdre i\"é): 1, aryl
or I—f)Ner dlcaluﬁ} eserad’c%ls optlon;g? Iﬂlky aryt ot

su bsteraaqtl efisdglytola Gt -1600) eyslobigyl, thetamosyceh @s‘erﬂcﬁmloaﬂi{yl cycloalkyl

el rellesloity R Al o N RS SR IR2, COORI,

15 S%%I N RCI}S@ NRERHKRY) Nk, tﬂb@( Sidikals o%monaﬂy being

20

25

, aryl, heteroar het er oc
fousmsm:ut@dbjf Il Qomenesubstituentsichpsearftore hrlpgen, (GNP, NEROOH, ORI,

[ y I
oot ERRITRIY GG SRR (O, ofiRiR2. sR1, sOpr,
f olslogRl NHHSBHRIAISD,NR1R2, C(S)NRIR2, NHC(S)R1, -0-SO;R1, -S0,-O-R1,
aryl, heteroaryl, heterocycle, formyl, trifluoromethyl, trifluoromethylsulfanyl,
trifluoromethoxy or (1-6C)alkyl;

RS and R6 are chosen, independently of one another, from the following radicals:
halogen, CN, NG2, NH,, OH, COOH, C(O)ORS, -O-C(0)R8, NRSRY, NHC(O)RS,
C(OJNR8RS, NHC(S)R8, C(S)NR8RS, SRS,  S(O)RES, SOR8, NHSORS,
SO,NR8R9, -0-S0O2R8, -S0»-0-R8, trifluoromethyl, trifluoromethoxy, (1-6Cjalkyi,
(1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryi, heteroaryl(1-6C)alkyl, heterocycle,
cycloalkyl, atkenyvl, aIkynyl, adamantyl, polycycloalkyls; these radicals optionally
being substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH,
OR10, COOH, C(OYOR10, -O-C(O)R10, NR1IOR11, NHC(O)R10, C(O)NRI0OR11,
NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO;R10, SO,NR10R11,



hal ogen, CN, NO2, NH2, OH, COOH, C(OOCRS, -0 C(O RS,

NR8R9, NHC(O R8, C(0O) NRBR9, NHC(S)R8, C(S)NRBR9,

SRS, S(O R8, SC2R8, NHS(2R8, SO2NR8R9, - O SO2RS,

-SOO-R8, trifluoromethyl, trifluoronethoxy,

(1-6C) al kyl, 25 (1-6C)al koxy, aryl, aryl (1-6C)al kyl,
heteroaryl, heteroaryl (1-6C) al kI, heterocycle,

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

polycycloalkyls these radlcals optlonally bei ng

S ubeSQ:Bil 8.0-S6-Q-Rili0, anil cheterbanyl, tfommyls trethssemethyl dgifluoromethoxy

hal o N2, NIH2, OH, ORL0, COOH, C(O ORI O
Eﬁ&kﬁiﬂ@iwm OR11, NHC(O) RIO, C(O) NRLORL1,

N RI. O, S)NRI OR11, SR1 R10, SO2 ,
) d‘al%éol\%&@ﬁé} cycl OE@PYp 62 gle‘chog@%oumq;pethyl, ethylenyl,

?L# J%?%mgiﬂﬁe%r Oét:% £WR7 f:yla hal ogen, |
5 ii{';%’{l% g%;{l%; lf‘l%y%x}gli gl\l% )?g_' @epﬁﬁﬁﬁ (rf one another, a hydrogen, (1-

t r BdelllgﬂO:ﬁ?I atketyl, h@nyi%e&frodﬁ% ﬁle&lsavcs %tloxﬁﬁy bBRhg substituted
R11 are, independently_ of one an

hy 8¥ dg& ﬁ?ﬂOYF fub%e&lﬁ@ho erpigmn Hajgerenry ’r5c)91|kIY£A r@d‘s%%lkoxy, CN, NO»,

he&‘%{ Oéwﬁor e s’Ugst anﬁrg,m s c%g@é{ﬁﬂf rom %@émgtdrwh&&()mﬂhoxy’
C 3
aﬁ|%§lﬁ%&lﬁggb§ﬁ{/g§¥ tapﬁj#l&g% %I;l% 0%-111 ed ring which

10 t 1 infaly6@ hyyaidd Bxve a hdteroatdeh, Bactods (RS ard; RO or R10 and
R11 can forma 5- or 6-nenbered ring which 10 may or

rmxn@ Qﬁhelaqmsaa bl eRiiRaddOMrogétons Asefbary® i?h tmaz@lgapor an imidazolyl
whe IS a 6-nenbered nitrogenous heteroaryl or

thpazaol W@bfl,aﬂien ritdeastlope ofotheaR> o@adzBﬁygroummmmataryl which is

eas%%qﬂﬂaﬁaﬁwu“s% B .af?%%ﬂefa S‘é‘%“‘ﬁmgﬁ“ H Bplolb TP, NOw N,

Ch n DR hai)@O?P 0}3‘10 Q:Nl@l()m NHC(O)R10,
O RiO, NRlORll

15 ( &Mi@&ll @)ﬁ.i@, C@MH I)Ogﬁ(@)ng @%@0 NHS0,R10,
SR P o 0B . SRt el W,

t r irfifluaomemoRe sy (106Callky®C) al kyl ; to their racemates;
enanti oners or diastereoisoners and their m xtures,

t 014 NB4iF racemates; enantiomers or diastercoisomers and their mixtures, to their

tautomers and"to their pharmaceutically acceptable salts.

20 The present invention preferably relates to the use, as medicament, of the

aminoindazole derivatives of formula (I) in which:

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroary! fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONR1R2, CSNR1R2, COORI, SOzR1
25 or C(=NH)NRI1 radical; these radicals optionally being substituted by 1 or more
substituents chosen from halogen, CN, NO,, NH,, OH, OR!, COOH, C(O)OR1, -O-
C(O)R1, NRIR2, NHC(O)R]l, C(O)NRIR2, SR1, S(O)R1, SOC.R1, NHSO.RI,
SO,NR1R2, C(S)NR1R2, NHC(S)RI, -O-SO;RI, -S0,-0-R1, aryl, heteroaryl,



10

15

20

tautoners and to their pharmaceutically acceptable
salts. 20 The present invention preferably relates to
t he use, as nedicanment, of the am noindazole
derivatives of formula (1) in which: R3is a

(1-60C) al kyl, aryl, aryl(1-6C)al kyl, heteroaryl,
heteroaryl (1-6C) al kyl, aryl or20 het er oaryl fused to a
(1-10C) cycl oal kyl, heterocycl e, heterocycl oal kyl,

cycl oal kyl adamant I ol ycycl oal kyl , al kenyl
a?lfoymy! y@GNRI @UOE%Kﬁlﬁg, té@}éﬂmme fapy, or%ﬂuoromemoxy or

NF&MP' radical; these radicals optionally being
suﬁ—i)1 €d by 1 or nore substituents chosen from
ag?%en, , NO2, NH2, OH, OR1, COCH, C(O ORI, -0-
( 1R2, NHC(O)Rl C(O NRLR2, SRI, S(O)RI,

S2R1, NHSOZRl NRIR2, C(S) CNHC(S) RI

- REFpRR7 a@o?@@%ﬂ%}f ;E;% ong @P@%?ﬁ?ﬂ &5 TGPy fyclopropyl, CN,
0X I odrggﬁ, .
trl8 E%érﬂgd ony or th{fi e?%lé:) Kyl ,MRgls :&léﬂgr%wgre gllo?{y’RIgOZ’ NE; or
andMgg are, independently of one another, a hal ogen,
nmet hyl, cyclopropyl, CN, 5 OH, nethoxy,
t r Rf lan@ Ronet htlepeatidnilvesfydne @otiey, aepydrogen, (1-6C)alkyl, aryl, alkenyl,

trifluQromethoxy , NH2 or . NMe2 RI and R2 are
i nelkped d@mhei;ermb '\g%aﬁsk‘fﬁ% roptigng} dr%@n substifuted by 1 or more

(1 I y | 1. r
{ AR ol fron LGN (1 SCUINTY (1 2DSHY! SO0y, Men, OF
s UBSOH, DD slkgh CXB¥HS, fommyladxy muﬁuoﬁdm&ﬁ)fhtr@ﬂuoromethoxy;
(1-6C) al koxy, CN, NC2, NH2, OH, 10 COON, COCal kyl,
CORIH2ind R My, fomxa 5t ot blmembered lnls @ptionally containing a heteroatom
trifluoronethoxy; RL and R2 may forma 5- or

6- #she b d Hiig optional Iy containing a heteroatom

such as 0, Sor N, to their racemates, enantioners or )
di @sﬂmilemcsms,s cpantiomesrs 0| diasiereeigeraers ardetq their mixtures, their

e g %%?f.?‘h Gl BEGHTRES e%*’fib?ea%'ﬂ%- Can b

dfrom pon 0 erivativ
(VB¢ RypiveR dtntoriotia, Gaanm b BHEed J5n, P8 Forsponiing 3-amino
OphéRARavey(\Br Bt SAE@Ch¥initfogdn in the 1-position is optionally protected with a
group Pr. Pr is a trimethylsilylethoxymethyl, tosyl, mesyl or benzyl radical or the

—

groups known for the protection of the NH groups of aromatic heterocycles as
indicated in T.W. Greene, Protective Groups in Organic Synthesis, J. Wiley-
Interscience Publication {1999)

NH,
R5 {
N -
/
R6 N
rR7 Pr

V)

The 3-amino 1H-indazoles of formula (II) can be obtained by reaction of a 2-
fluorobenzonitrile with hydrazine hydrate or hydrochloride at reflux for 2 to 18 hours
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25

group Pr. Pr is a trimethylsilylethoxymethyl, tosyl,
nmesyl or benzyl radical or the groups known for the
protection of the NH groups of aromatic heterocycl es
as indicated in T.W Geene, Protective Goups in
Organic Synthesis, J. Wley- 20 Interscience
Publication (1999) NHZ R5 "N 286 N R7 Pr (V) The
3-am no 1H i ndazoles of fornula (I1) can be obtained
by reaction of a 2- fluorobenzonitrile with hydrazine

hy éir ant alcoirol lof athanellogmibigangt typefacenrdingrto R.¥.dla@nbasyy Bioorg. Med.
21 .in an.a f ol or n-butanol type
acc(,%lfbﬁﬁ' ﬁﬁtt't gﬁ%?,g%%a tﬁ%th, Bi oorg. Med. Chem

Lett., 9(15), 2259-62 (1999): NHZ R5 CN NH2NH2, H2 O

I thr efl ux al coﬁgl ;et hanol , but anol%%

I1) The co §-:%or which R5
ndent |y of - n fromb5
i g rafi cal s:  hethogsatghoOthaNeR buthitl) OH, pg
(O ORS, - 0-C(OQ R8, NRBR9, NHC(O) R8, C(O) NR3RO,
NHC( S) RS, C(S) NR8R9, SR8, S(O R8, SO2R8, NHS02R8, R7
S02NR8R9, -{)S02R8, -S02-0-R8, trifluoronethyl, 0
trifluoronmethoxy, (1-6C)alkyl, (1-6C)alkoxy, aryl,

1 R PR PSSP b, chocn

r adhecfoliowing fadivalst yialbgém ¢ 16 NS, NH, €100, T(ONORSy €)-C(O)RS,

g;&@é%ﬁ%é(&%%? o LRIREANRE R REN i Rsrb Ers Tlors, sO.RS,
NHSOzR8, SO;NR8R9, -0-80O,R8, -S0,-0-R8, trifluoromethyl, triftuoromethoxy,
(1-6CYalkyl, (1-6C)alkoxy, aryi, aryl(1-6C)alkyl, heteroaryl, hetercaryl(1-6C)alkyl,
cycloalkyl, alkenyl, alkynyl or adamantyl; these radicals optionally being substituted
by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR10, COOH,
C{O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR1OR11, NHC(S)R10,
C(S)NRIOR11, SR10, S(C)R10, SO,R10, NHSO,R10, SO;NR10R11, -O-S0O;R19, -
‘80,-0-R10, aryl, heteroaryl, formyl, oxo, trifluoromethyl, 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), Stiile (J. Stille, Angew. Chem., Int.
Ed., 25, 508-24 (1986)), Heck (R. F. Heck, Org. React, 27, 345-90 (1982)),
Sonogashira, (K. Sonogashira, Synthesis, 777 (1977)), Buckwald (S.L. Buckwald,
Acc. Chem. Re., 31, 805 (1998)), from the corresponding halogenated derivatives.

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

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



C(OCOR10, -OC(OR10, NRIOR11, NHC(O R10,

C(O NRI OR11, NHC(S)R10, C(S)NR1OR11, SR10, S(O R10,

SO2R10, NHSO2R10, SO02NRIORi 1, -O SO2R10, -

S02-0-R10, aryl, heteroaryl, fornyl, oxo,

trifluoronmethyl, trifluoronethoxy or (1- 6C)al kyl;

can be obtained by reactions i®&¥olving the chem stry

of palladium Suzuki 15 (A Suzuki, Pure Appl. Chem,

63, 419-22 (1991), Stille (J. StlIIe Angew. Chem ,

| Nkeid abd mor2 patiieBla?i d%l)})lsﬂyﬂﬁh@o(}(rmﬂaﬂ oThRT whlc@rcgn be cleaved

React., 27 345-90 (1982 i
sﬁﬁﬁqa@mqrsamn@ywéﬁf bz EH05 95 SOk ey fgthydrofuran or
Bug it qnbr%?@henﬁlsl 8961 (15%%) B. Hf L@Bﬁdtﬁel"etrahedmn

correspo |ng al 6genat ed derivatives. For this

i s Latcd8230(1986)) opbp2ddiydrdvhlarsaisid ineméthanral 0o ﬁféanol at reﬂux

groups. Thus, the OH, SH, 20 COOH and NH2 functi onal
50r qup sdeRvativdze piutaiter tig dthbef-positicarwigh ngnettyldilyethoxymethyl are .

cebeinch: yﬁggﬁ%ﬂgg}ﬁg&%@m&ﬁ%&“ i thumety! chloride
the, apd p@%gxtl Pl g&n&ehﬁ?g M BRY Y dindbhylformamide, at

G eene, Pive groups in Organic Synthesis, J.
W |aﬂﬁ316nﬂt&ﬂ;&®atm€(é Puwhiteas ifobrg. @B@) 51,1189 (1986); M. P. Edwards,

referabl e ro the nitrogen in the 1-position

* tTﬁ“@}P“(Siﬂ?fé 4?11%‘&3aé8§“{9?t but oxycgr bonyl or 25p5| l'i con
der ative The choi ce I refera de :
ot ke mymgp@ b st Sl BT 58 e Brocota by
%g&é&%&{‘ Gzﬁi@é’ afdnby, cf:zlrﬂﬂﬁétg Qr MyP For @karblkNin the case

more€ particularly a
t r ivitekd yi snch.w bt fﬂnxxyeﬁstdwy:brrg reod peonpling vuan phidadium 9 ea| derivative

by tetrabu yI ni um fl.uo e at reflux in vent s
sulslogsiv iy apinem bl desran) S ol e Gfogen in the 1-
SBwn Blew 8 C ;. B. H Li pshutz

Tetpralhegron Letto 4095(’(198 ) or by 2N

hydrochlorig gacid in nmethanol or gthanol at reflux_ 5

. ~R3"
The_ der|vatvsprotected|nthe ‘ B?anlon with N

'\

2 |"1ij hydr| de in
sol ventgr such as di net hylfor i A&7 at  anbi ent rR7 Pr
terrperature (J. P. Witten, J. Og. Chem, 51, 1891

3%%;’5’&%?% ew ;cgﬁ acco-ﬁﬁhé 3 ﬁQﬂQJ&s kﬁgwn%ga:i}erson skilled in the art

the 1-NH nitrogen functional
gr amd descrited by TaWolGreene, Pritectpyvecbrmipe dn Krganic Synthesis, J. Wiley-

Interscience Publication (1999). For example, if the protective group in the 1-position

15

is a trimethylsilylethoxymethyl, it can be deprotected by reaction with

20 tetrabutylammeonium fluoride as shown below:

Bu,NF, THF, reflux
N N N
N 4
Fd
RB N deprotection R& ﬁ
R7 > ‘ R7 .

SiMe,
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groups such as silyl derivatives, benzyl, carbamate

or tosyl. For exanple, in the case where it would be
desired to carry out coupling with palladiumto a

derivative halogenated in the 6-position, it will be
necessary to protect the nitrogen in the 1- position

as shown below (X = d, Br or B}: N-R3 N-R3 HNR3

RS R RS Pr-CL I Nmupiin9 with Po \ NN x N NaH,

DM X NPr R6 R7 Pr 15 R7 R7 Deprotection is carried

o) Ewmmeobfn@e RS neR6ogteupsnmunived ira theecwiphing kising gble chemistry of
the arf and _descr.ibed by. T W Geene, Protectiyve . .
Gr R yoR Ty SAPBTIASs A T v&, fumenoigl o, s L ydisd amine, thiol
Publ i GatdraRnéhRY MelufQr 2 BXRMAtd, it fis AIBS nREAEAG b WRotect the latter
group In the 1-position 1Is a

t r ibaferd chsiing| etththey neuring, with palladiven. dEpesot for texamplg, a phenol

reacti.on with 20 tetrabutvl.a niym.fl yori

sh tigagl Cgﬁ)ug_ml emfﬁguceéd&ﬁg}? pﬁ_{ﬁte# g?% g@-j_)%?n)&r for example)
R6 shnfl ey ehi8ahated dRBvitive thdlfitfogeh i the 3 -pakitiofBéingRgotected as
of the R5 or R6 groups involved in the coupling using
thexplhmnﬂstfmougl‘y: pal l adiumitself conprises a

reactive functional group, such as hydroxyl, am ne,

t hi ol HN—R3
HN—R3
HN—R3
PhCH20PhB(OH)2 deprotections
N coupiing
N
cl N HO

The benzyl group will subsequently be removed, for example by treatment with
trimethylsilyl iodide at reflux in acetonitrile. Protection can also be carried out by a
trimethylsilylethoxymethyl group which can be cleaved by tetrabutylammonium
ﬂu:aride at reflux in solvents such as tetrahydrofuran or dioxane. (J. P. Whitten, J.
Org. Chem., 51, 1891 (1986); B. H. Lipshutz, Tetrahedron Lett., 4095 (1986)) or by
2N hydrochloric acid in methanol or ethanol at reflux.

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



or acid or generally includes a heteroatom it is

al so necessary to protect the latter before carrying
out the coupling with palladium Thus, for exanple, a
phenol 5 functional group will be introduced in the
protected form (O benzyl, for exanple) fromthe

chl orinated derivative, the ni t#ogen in the
1-position being protected as explained previously:
HN-R3 HN R3 HN-R3 \ | \ \N \ deprotections
PhCH2OPhB( 2 N+l ( )

N /g R7 . Pr R7ae®jz P \ The
subsnt\ y be™iéRpved, @

Wi t rlmsthyIS|IyI botivdea
acetonh;r|Me Protection car

trimethylsilylethoxynethyl group which can be cI@aved
by tetrabutylammonium fluoride at reflux in solvents
su dﬁha:s RS ehd dt@/ateoﬁxdemdenﬂjd pHrEn moﬂqei, arParyWaind adlogen, the aryl

J. Chem 86 [ hut

Tet a?loﬁrq_ugt{ 111 %Fég% %oug n% ,@Daﬁ éL um to a brominated

hy OlfkeC nitfdgdni th szthanﬂidgt iﬂ@ﬁmi foprixtel tected.
q;V\ﬁﬁEhRghegnd Ilar e, | ndependeprﬁgl y of egﬁée agl)gotpherey prOTERe

5an BrefptabindPa matasqetn at ramethylsilylethersmashdl agdollp irgpresents an

intr fromco up| | adi
J’n&ﬁglﬁ‘t:c%%’ox% o=t ont,) C;B r %gié néllg n ggri ag grbutylamide. The
RQsetlopBiNe sﬁ&hﬂﬂm&pﬁr@ﬂidﬁlﬁl fr prapime tveith mtromum tetrafluoroborate

Preferaol resents _a
{1 (LRI .Thw conpbg, RE i b-pasidoms prriormedesias gallyium chemistry

but h
e e
10am filgction ofutiel dekirdt suhstitihﬂtsplbgzsmdlMOM dlogemetiams tre introduce a
gf S5O A0 Y RIS CBRFSHR (SS9GH TRk PR SEupealr coupling)
11% 1%6(%3@: 5'.1;;11 ‘1:163 s, aﬁ(%i: -l K alkyhyl kAEevienic functions. The stage

‘met hoxi dé 1n
of deprotecting the amide is carried out in the presence of ethanclamine at reflux for -

one week in DMF. This cleavage can also be carried out with stannous chloride in
15  ethanol (R J Griffin, J. Chem. Soc. Perkin I, 1992, 1811-1819) or else sodium
methoxide in methanol (Y. Furukawa, Chem. Pharm. Bull., 1968, 16, 1076) or any
other alkoxide in the corresponding aicohol. The deprotection in the 3-position
produces the NH; functional group, which can react with the necessary groups to
introduce the desired substitutions into the 3-position as described in the following

20  pages.
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met hanol (Y. Furukawa, Chem Pharm Bull., 1968, 16,
1076) or any other al koxide in the correspondi ng

al cohol. 24 HN,Pr HNC Pr / | NH x Br \ ArB(OH 2 \
deprotections \ \ "N coupling I \/ N5iiiiS NPr R7
Pr R7 Pr R7 0 When R5 and R6 are, independently of
one anot her, an aryl and a haI@@en, the aryl
functional group is introduced fromcoupling with
palladiumto a brom nated position, the nitrogen in
the 1- and,gfpositions A&} ng appidpriately pfotected. NP
5 Peeferably, Peegepresgnis a
tringgiizégkyleﬁﬁﬂ fret hyl PN repLesents an
n- by Boxy géouz whi clr Tt MY, W finkiodalaorni t 1€0Q
an n-butyl @mi deqo i
carried out, for exanple with nitroni um

tetrafl uoroborate (NO2BF4) . The coupling of the l"ew"‘“m“‘"’“”m“ﬁ“”

5- p05|t|on is perforned using palladiumchem stry
i, Heck-mor Sonog@8hjra coypking). The
3 ed, ag a 10 functi

chen1stry7(8uzuk|, Heck or anogasﬁﬁméﬁ%%ﬁpllng) Rto ™
i ntroduce aryl, heteroaryl, alkyl, alkenyl, alkynyl

Or TRE @hMlpBiids Jﬂlﬂ&ﬁhﬁﬁrm) aI@ heSiiadRe RintdBPHR! Sepdrifon of a great
the amdé is carried ouf in thet&Eesence of

et Namoy afiproduets obtainadybyf wactioned the PRMATY JDNEC fpepignal group of the

cl gava al s e carried .

e RGBS B SR Yo ) sroup, such e
Pe aldyatibn, 40fZkion] Gkdetibhd Oyithr cacboi®] Siatliatives rfenbmd &8 reduction,
i n nmet hanol (Y. Furukawa, Chem Pharm Bull., 1968,

16 sulfgmpEpn.o conveysiont e ureask 6% HEPATAISh ATKGHPR S GHEP nEpaction or
o Bl TR SR |1 Lhe 3 posityon produces

ne qhs sadugti g @ufpatids of derivatives of general formula (I) where R3 is H when Pr
is trimethylsilylethoxymethyl can be carried out using boron derivatives, such as
sodium triacetoxyborohydride, in dichloromethane in the presence of an aldehyde of
type R1ICHO under the conditions described in Organic Reactions, Vol. 59, 1-714
(E.Baxter, A.Reitzj, or by the other reducing agents commonly used to reduce imines,
to form products where R3 is (1-6C)alkyl, aryi(1-6C)alkyl, heteroaryl(1-6C)alkyl,
heterocycloalkyl, cycloalkyl or polycycloalkyl, these radicals optiomally being
substituted by 1 or more substituents chosen from haiogen, CN, NO,, NH;, OH, OR1,
COOH, C(O)CR1, -0-C(O)R1, NRIRZ, NHC(O)R1, C(ONR1R2, SR1, S(O)R1,
SO;R1, NHSO;R1, SO,NRIR2, C(S)NR1R2, NHC(S)R1, -0-8O,R1, -80,-O-R1,
aryl, heteroaryl, formyl, oxo, ftrifluoromethyl, trifluoromethylsulfanyl,
trifluoromethoxy or (1-6C)alkyl.

Condensations of derivatives of general formula (I) where R3 is H with isocyanates
of type OCNR1 can be carried out in particular in tetrahydrofuran and according to

the examples described in Comprehensive Organic Functional Group



i ntroduce the desired substitutions into the
3-position as described in the follow ng 20 pages.
25 HN Pr, / HNPr NNPr Br electrophilic \ | 9N
substitutlon ( \ ;NN C Nd / Nfunctionalization
Cl NPr AIB(O-)2 Pr of the 7-position R7 Pr
coupling NO 2 | deprotection i 6t he 3-position N-R3
NR3 / NH2 N~ \ | \ \NIN N deprotection N Cl HN
functiognalizaton C Pr R7 R7 Pr_in the 3g§305|t|on

Th ’é’r@éf?@é@% ¥pl-foodeamitgkys) Mythseehn, Rees 1 893); 9fops prgducts where
g%@@%@%ﬂ @@N%fl Heghg Rﬁaﬁlleetlﬂdegg &5\9? lﬁ?t e another, a
ob ai ne

reaction o fhe primary amn Tlnc
gr bujropén, t(ﬂaSC)aH@maiyil, mﬂ&'zxgl eatkynyaldr hdtﬁoﬂ:g'ththsedml optionally

ctlon s, functional . group, suc
?ﬁi“&tsl“ wtutségaya% {96 (OTE é&?ﬁ 5 ﬁb?%?nc’fg%ﬁﬁiﬂgen’ (1-6C)alkyl, (1-
de schol hewedvlty, ‘siducthen, cBIbfidiatéORY,, formyl,
5coﬁ%@§%ﬁ to’ ureas orycar barnatgf’é aryl ation (Cas tro > O%0
r e aifluosomethyl BuoHuaochettmayt i on) , and the |like. The
reductive am nations of derivatives of general

f oSuifbmatiohy ofiext watives bﬁgdrxheﬂlébnﬁﬁia (Dswhere R3 is H can be carried out
carried out i ng

boFT A4 IL0RH UaFeLtieR] 3Q:CLtPe gamprosence of & Base in partcular
tr (o) e
'te@ﬁﬁ'g/ OPQ . a? g.(lse ﬂ:gethﬂg%'fghé hly &Qﬂﬁﬁp%ﬂgnés S\?]cl:h as pyridine) in a

presen type RICHO
10 c onchiventomal debvent, lsech an for gamnpleRdmdniarmmethaﬁﬂ;lto f&@n the products

itz h r ducin
agote RS iyt et R4 fudtoeet HRGCRIGEabf e atimyt or
g
heteroaryl, themselves optionally being substituted by 1 or more substituents chosen
from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NH;, OH, COOH, COOQalkyl,
CONH,, formyl, oxo, trifluoromethyi or trifluoromethoxy.

15 The compounds of formula (I). are isolated and can be purified by the usual known
methods, for example by crystallization, chromatography or extraction.

The compounds of formula (I) can optionally be converted to addition salts with an
inorganic or organic acid by the action of such an acid in an organic solvent, such as
an alcohol, ketone, an ether or a chlorinated solvent. These salts also form part of the

20 invention.

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

foillowing salts: benzenesuifonate, hydrobromide, hydrochioride, citrate,

ethanesulfonate, fumarate, gluconate, iodate, maleate, isethionate, methanesulfonate,

methylenebis-f-oxynaphthoate, njtfate, oxalate, ‘pamoate, phosphate, salicylate,
25  succinate, sulfate, tartrate, theophyllineacetate and p-toluenesuifonate.

The compounds of formula (I) are kinase inhibitors and are thus of use in the
prevention and treatment of neurodegenerative diseases, Alzheimer’s disease,
Parkinson’s disease, frontoparietal 'dementia, corticobasal degeneration, Pick’s
disease, strokes, cranial and spinal traumas and peripheral neuropathies, obesity,
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to form products where R3 is (1-6C)al kyl,

aryl (1-6C)al kyl, heteroaryl (1-6C) al kyl,

het er ocycl oal kyl, cycl oal kyl or polycycl oal kyl, these
radicals optionally being 15 substituted by 1 or nore
substituents chosen from hal ogen, CN, NO2, NH2, OH,

ORl, COOH, C(OOR1l, -O C(ORI27NRLR2, NHC(OR ,

C(ONRLR2, SR, S(OR, SORl, NHSO2R1, S2NRL1R2,

C(S)NRLIR2, NHC(S)R1, -O SO02R1, -S02-O- R, aryl, i .
hetssensial yhiypeftensigr, | athsrosclarpli¢ [carhiovpsegn diseases, polycystic ovaries

trifluoronet hyl sulf.anyl . ] oXy or

RE R e e e s AR

general fornmula (1) where R3is Hwth isocyanates

of type OCNRI can be carried out in particular in

t et rahydrofuran and according to _the exanple , .
de3be peiEdtiesVess s teamued by anessgEng therpBHIBHRA tﬁ@’a‘t?ﬁhowlaﬁ‘m of

26&6%@5%&?%5 .u(.i’ﬂ%t co\(% .Se&ioglgat ritzky, Meth-Cohn,

Rees orm products where R3 is CONRI R2 or

CSNRIR2, R and,R2 .are.  in e

> CRyes sdires (PIeyar R SEFRTA S pfed N in BAE A s (tfa-
hetesRAxEd SLITEWBE!sY Sfrifiobd GRalebypitaioh NTheulistintubard in 5 ml of
by | or nore substituents chosen from hal ogen

(1D8GM wipfiun pompEnaPKBRyE @ sliegse Npg/l @H7°6den 40 min. The
tc%?'n@é% gﬁec@g%vefl% DhkedOpédlce whthitht WRIGAIER! B¥ibled in microtubes

onations o erivatives of
gesNialin f500 pLbBmediumyhvette oRFithsutHestarpripeunds) rand dnankated at 37°C
froma sul faonyl chl qri de of

R. sO2C in the. .
pr #8WrTETR. Vo BeWS (418 S TPETERT S Ewe% figing. The sections

su dl?r%eecg, Ishkt¥l aRd Réntrifllged 2P TR 00g BF1 H&Sin 434S, B concentration

pyri Ina 10 conventional solvent, such as, for ]
ex afiprateindiin the supendiantds deterinbred hhe qomoukrcia assayidBEA Protein

R3 is SCPR1 and Rl is-a hydr n, (1-6C)al kyl, aryl,
al @ﬁ%%g%?@?’”ﬁfﬂd ‘Blrtlhe IE‘@F’#B%&&%; t hensel ves
optionally being substituted by | or nore o/ 13
U B semBlescdeoRpsEhberprebich 1 BEEHOr {4 750y afpiegparated on 4-12% Bis-

%ﬁﬁ@%é&ﬁ ry%/é* inqg%a( 8%%0.3 NF'%‘IO%LSI@%erm&%&ﬂomfemd onto a

trifluoromnethy r
t 1 inftratelolord hosybratb. TinenumotabelimglSs ofarfied mult awith) ther eronoclonal

'S %t?ltac? y gﬂg, %ﬁ{ghggecggée{llfyl rggo 5 ets %1ee é‘e%@émé‘c{‘ gh\/\c@sphorylated epitopes

of the tau protein. The immunoreactive proteins are visualized by addition of a second

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

The compounds of formula () exhibit a highly advantageous activity and in particular |
some compounds have an ICsy value of less than 100 M.

The following examples illustrate the invention without implied limitation.

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



nmet hods, for exanple by crystallization,

chromat ography or extraction. The conpounds of

formula (1) can optionally be converted to addition

salts with an inorganic or organic acid by the

action of such an acid in an organic solvent, such as

an al cohol, ketone, an ether o23a chlorinated

solvent. These salts also formpart of the } 20

i nvention. Mention may be nmade, as exanpl es of
phafepaeet bf dkliyteanedipe poddacsal ts, of the following

sal ts: benzenesul fonate, hydrobrom de, hydrochl oride,

ci grabBluore| HaArRBEbIEGnahie: f umarate, gl uconate,

i odate, mnaleate, 1sethionate, nethanesul fonate,

mephyl eqgbi 3t ( %ywﬁ@pnhbe@dyaratal t4 ah@dedoxml ab@6 cm® of 2,3.4-
panoat e, phosphate, sall | ate, 25 succinate,
sultrﬁﬁloeobmammtrﬂt én 10rsn y&bsplﬁé%@fé@mie% gnedium is heated at about

s SO BE NIRRT, P TRHBS o RE Y Bk i, s e o

Pr @4RRLdB A gnd kel BEdistifbd etk OtiRoeRefiaphus is separated out after
di seases, Al zhei ner's di sease, Parkl nson's di sease,

f r settlogathé phases a@dr@nvasaed woiht 0w éﬁéilsﬁéléé avatar 2of ghert with 10 e’

ease
an 8¥ E%liu.]ageﬁiz?% eols %(? oﬁ&@%@%or??%e gl‘h%gas%parated out
hy peedt %@t%hg Rhe philes, Od?:ﬁfldecs\@t ingagaesiath avifaiey ﬁhered and concentrated to

e e A i g REL TS AR o o
d et o@arﬂ(? a@s'olﬁﬁ%? Hh Et%?ﬁfgﬁ%sﬁrg I3 8 kP Hnof c&llli}ﬁn of sﬁma gel (particle

phosp tau protern in adult
COfsiz2x4(568 fuing ikamd@er 1 Sxcns)e etuting svivh tamyaiqhhxme@gé agftate mixture

B P M Al SR s o
gﬂaféﬁggfea@efgﬂ% %duc@g/gdgéﬁﬁél QIRPRORDP()S iaftgr BWWikY @(EPa; 40°C),

for 40 mn. The sections :
15ar d 08 s e i1 Brii flyoroeighradazalp-Geamine hretthsaingtfinghg form of a white solid
di stri.bute %ﬁl’ m crotubes 10 (501 in 5001 of nedium
wi tetBns o & @t t est corrpounds) and i ncubated at 37C
with stirring. Two hours |ate

nal g NG spesirun. (100 MYz, (60 Bt dsns i ahe! gfﬁ?te(axi’zrsééolved complex:
o’n%g%]?}l?‘gu %ﬁﬂ“fﬁi‘%&&h, 3t= 383008 far1 2 M) at2 8€ (unresotved

complex: 1H).

20  N-(6.7-Difluoro-1H-indazol-3-yhbutanamide:

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

under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pmy;
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of proteins in the supernatant is determ ned by a

comercial assay (BCA Protein Assay, Pierce) based

on the Lowy nethod. 15 The sanpl es, denatured

bef orehand at 70C for 10 min, are separated on 4-12%

Bis- tris vertical gel in the presence of MOPS- SDS

buffer and are el ectrotransferg®d onto a

nitrocel l ul ose nmenbrane. | nmunol abeling is carried

out with the nonoclonal antibody AD2, which

s péxanfeta: &t dny), elsing withes dichlorsmetawy methapelon e (PR &y Voiume)

of t etau roteln n
oPobeRRR oLl vRISEt e eFOsh VOGRS 8 e cvporate
anhh&éf@é/dﬁbd prebfge @BEPaﬂ 0°Opuser igee @n@aommptge% @ng of N=(6,7-
per oxi dase and of a_ chenpl um nescent substrate

autitﬂﬂacﬂ é@rla@ﬁ?obbt}’é)hﬁ@@mﬂ@ ffen btaineduin ither ifegn QfsP nﬁhﬂe solid

the E: g'[g software from Syngene (GeneGnone,
Bgt etérm ne an 1C50 value. The conpounds of

ggﬁ@@gﬁexhw@%m)ﬁgg@ﬁm U8 ATt A Y Hz - 38 167

] 0 f |
|||ustﬂgt f&%ﬁh%ﬁg 280 M. 1Bt ‘?H')o"?"‘ﬁg%z%éé*ﬁa PS9and 4.5 Hz:

i nvention without inpfied limtation.
ThéHg ohl#T (twoms! dresobed (cpmiplexol ) hi8. 1 (bouadtuardsglvedearmplex: 1H).
were produced on a Waters Alliance 2695 device for
t hey-{&7-padtiiorandi[2-(WahahwsildptionmaretBl i Hoindeddl-3Fdibutanamide
the mass part. 28 Preparation of the internediate

Pr adyditfon oF 17t Pof Nu@ Ddifdotdit HdAddze1-3-viiuatamic Prepaid above, in
of h dm?m ne rmnohydrate is added to 0.46_cnB of

2. 380 omf of direthybemagnie.is pdded dropwisa@ver 3 Bews 19l S5 g of sodium

et hano dj at..aho 7 f
houP’% c!lef o‘i F&%n% %;Ij’n%ldg{l) Pz‘fa on gq“'mlcﬁly uut"amtﬁe ?ET 1bletibd medium is
ac ebidedtrated o Rirgdest emdahwin&fmpaasm dnd tale 1q5 in 250 cm® of ethyl

O Beqtate Gl 0D S (ot ST JBE OFARS, Rhoshs GHEBIRIER 1904 Bkt sgting of the
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gel (particle size 40-60 pm ; diameter 6 cm), eluting with a cyclohexane/ethyl acetate
mixture (80/20 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2 kPa; 50°C) to give 7.3 g of
N-[6,7-difluoro-1-[[2-(trimethylsilyl)ethoxy]methyl}- 1 H-indazol-3-yl]butanamide in
the form of a yellow oil.

1H NMR spectrum (300 MHz, (CD5),S0 d6, 5 in ppm) : - 0.09 (s : 9H) ; 0.82 (1, J =
8Hz:2H);0.96(t,J=7.5Hz:3H); 1.67 (mt: 2H) ; 2.41 (t, ] =7 Hz: 2H) ; 3.56 {4,
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Mass spectrum : M =369

N-[5-Bromo-6.7-difluoro-1-[[2-(trimethylsilylethoxy]methyl]l-1H-indazol-3-v1]-

butanamide
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10 dryness under reduced pressure (2 kPa; 50C). The

resi due obtained is purified by chromatography under

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

gel (particle size 40-60 m, dianmeter 1.5 cn,

eluting with a cycl ohexane/ et% acetate mxture
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Mass spectrum: M = 447

N-[6,7-Difluoro-5-phenvi-1-[[2-( trimethylsilyDethoxvimethyll-1H-indazol-3-yl]-
butanamide

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

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



(mt : 2H) ; 2.40 (t, J =7 Hz : 2H) ; 7.10 (nt : 1H)
; 7.63 (broad dd, J =9 and 4.5 Hz : | H) ; 10.47
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20m Xthase is separated out after settling of the phases and washed successively with twice

75 ¢m® of water and 50 cm® of brine. The organic phase is dried over magnesium
sulfate, filtered and then concentrated to dryness under reduced pressure (2 kPa;
50°C). The crude oil obtained is purified by chromatography under an argon pressure
of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 4 cm), eluting
25  with a cyclohexane/ethyl acetate mixture (80/20 by volume). The fractions containing
the expected product are combined and evaporated under reduced pressure (2 kPa;
50°C). After drying (90Pa; 45°C), 032g of 6,7-difluoro-5-phenyl-1-[{2-
(ﬁimeﬁiyisilyl)ethoxy]methyl]-IH-indazole—?:-amine is obtained.

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




is refluxed overnight. 50 cnB of dichioronmethane and
50 cnB of aqueous 10% sodium 5 thiosul fate sol ution
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20  (acetonitrile/pH 9 buffer), 80 mg of piperidine-1-carboxylic acid (6,7-difluoro-5-

phenyl-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3 -yl)amide are obtained.

Step 3

80 mg of piperidine-1-carboxylic acid (6,7-difluoro-5-phenyl-1-[[2-(trimethylsilyl)-

ethoxy]methyl]-1H-indazol-3-yDamide in 2.5 mi of methanol are treated with 0.82 ml
25 of 2N HC! for 1 hour at reflux. After evaporation and purification by preparative

LC/MS (acetonitrile/pH 9 buffer), 11 mg of piperidine-1-carboxylic acid (6,7-

difluoro-3-phenyl-1H-indazol-3-yl)amide are obtained.

Mass spectrum: retention time 3.99; 357 = [M+H]"
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sodi um chl oride solution, dried over magnesi um

sulfate, filtered and concentrated to 31 dryness

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

crude product in the formof a black oil. The crude
product is purified by chromatography under an argon
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Example 3 : performed according to Example 2, starting with 3-(4-methylpiperazin-1-
yl)propylamine, to give 1-(6,7-difluoro-5-phenyl-1H-indazol-3-yl}-3-[3-(4-methyl-
piperazin-1-yl)propyljurea.

11{ NMR spectrum (300 MHz, (DMSO-d6 , § in ppm) : 1.92 (m, 2H) ; 2.82 (s, 3H) ;
from 3.01 to 3.75 (m, partially masked, 12 H) ; 7.43 (m, 1H) ; from 7.47 to 7.56 (m,
4H); 7.71 (t, J=7 Hz, 1H) ; 8.05 (dd, J=1.5 -7 Hz, 1H) ; 9.61 (s,1H)

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



t he expected product are conbi ned and evapor at ed
under reduced pressure (2 kPa ; 50C). After drying
(90 Pa; 45C), 0.32 g of 6,7-difluoro-5-phenyl-I-[[2-
(trinmethylsilyl)ethoxy]nethyl]-1Hindazole-3-amne is
obt ai ned. 6, 7-Di fl uoro-5-phenyl -1 Hi ndazol e- 3-am ne :
32 1.1 m of 2N HO are added 3o 661 ng of

6, 7-di fl uoro-5-phenyl -1 -[[ 2-
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LC M5 20 (acetonitrile/pH 9 buffer),
15pi ﬂé‘?ﬂ miyhbe madeap digyid cerpesigiops! fomaalfalde@mémon, of pharmaceutically

phen t%brlné [ é{u%roéé g%.{sgé/rs%émyl gﬁsboqéy]s%bpygnh élﬁl' fsnéjo%é}xsmg inert

20

25

30

dtluents 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.

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

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



80 ny of piperidine-I-carboxylic acid

(6, 7-difluoro-5-phenyl-1-[[2-(trimethylsilyl)-

et hoxy] nethyl]-1 Hindazol -3-yl)amde in 2.5 m of

nmet hanol are treated with 0.82 m 25 of 2N HO for 1

hour at reflux. After evaporation and purification by
preparative LC/ M5 (acetonitril& pH 9 buffer), 11 ny
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2.5 mM of trifluorotoluene, and the reaction is
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The product is purified on a colum of  silica
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In human therapy, the compounds according to the invention are of particular use in
the treatment and/or prevention of neurodegenerative diseases, Alzheimer’s disease,
Parkinson’s disease, frontoparietal dementia,' corticobasal degeneration, Pick’s
20 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.

25  The doses depend on the desired effect, on the duration of the treatment and on the
administration route used; they are generally between 5 mg and 1000 mg per day
orally for an adult with unit doses ranging from 1 mg to 250 mg of active substance.



Exanple 3 : performed according to Exanple 2,

starting with 3-(4-nethyl pi perazin-1- yl)propyl am ne,

to give

1- (6, 7-di fl uor o- 5- phenyl -1 Hi ndazol - 3-yl ) - 3-[ 3- (4- et

hyl - pi perazin-1-yl)propyl]urea. 1H NVR spectrum (300
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conpati ble product, which can be inert or

phggisgfPpEeal | y active. The nedi canments according to

5 the 1 nvention can,  be enpl oyed orally, parenterally, )

r eBlesd glatin cansplesarith .dowméynweofr?&a&? Pgsdvgbﬁlﬁﬂmg thé following
co i1 j lets, pills,
povaEpe i aiap bitpaRllakedaliels Mo iuhnidie 1 0

gr anul esCotnpotiibsEfoemuiaddi t.i..ons,...t.he...actiMe . 50 mg
pri ncipl gccordingtothe invention is mxed with 18
one or NHFRMPHfert--di-t-uent's: 1O sUCH ASStArTh mg

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

stream These conpositions can also conprise
subst ane Eslloidhlailitdhan..t-he . .di-+-uent s, f.0F--OXANP}-€--OR@- e Img

or nore Lubricants, such as,mgnesi um stearate or
talc, a” b%&&?la%(n?" gtgil‘cl‘tﬁrﬁh(‘d’r"éi‘g’é‘é‘S‘)"'""O'f""é"'gT'éi‘Z’éZ""IS" 10 mg

cel lul osgactsdacrose, | actose or silica,. under an ardon.ssmg

adm ni stration, of pharmaceutically acceptable

sol ut i ondagoeRipRIHEaITNRS el -Si-0nS, - SYF-UPS-and--el i F-s-- 1 Mg
conprising inert diluents, such as water, ethanol,

gl ycerol, vegetable oils or liquid paraffin. These
COFRQSNMPLEBIB can conpri se substances ot her than the

di [uents, for exarapl e wetting, _sSweetening

th iT@k]éﬁia With dpﬁfﬁ\ﬁ.ér Orge 6f ag@wrpgigqt@vmgdga gqigowgg) cqgosition are
g;E’HE%‘IZe %g%g@fggéqg : Itg%gﬁﬁ]g: eral adm nistration

- Compound of formula (I) ..cooceeeriiie e, 50 mg

= LACOSE ceieieieecerecmr et sttt s aes eeeretreerenereenr s 104 mg

= CEIITIOSE ..eereeereeeecmerceeerrerenessase e sass st oaesas e sts e s sas s assrn s oanemssasarensenar 40 mg

S ATy T (o1 11 U USSR 10mg

- Sodium carboxymethylstarch ......ccccvvomceicrvnnirnern i, .22 mg

B 1 RO P U SO OUOHRUUSSUU VORIt 10 mg

- Magnesium StEATALe .......cceeeeeeeresisirernsnen s renssnebeersss st sta s sasneeens 2mg

= ColIOIAAL STIICA ouveeereeercarenicrireernrrisns e msses s v nssesssarssssesesans b essesnnanans 2mg

- Mixture of hydroxymethylcellulose, glycerol and titanium
oxide (72/3.5/24.5) q.s. for 1
coated tablet completed to 245 mg
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aqueous or nonaqueous form suspensions or enul sions.
Use may be nmade, as solvent or vehicle, of water,
propyl ene glycol, a polyethyl ene glycol, vegetable
oils, in particular olive oil, injectable organic
esters, for exanple ethyl oleate, or other 25
sui t abl e organi c solvents. Théde conpositions can

al so conprise adjuvants, in particular wetting,

i sotoni zi ng, enulsifying, dispersing and stabilizing
adgesPLESterilization can be carried out in severa

ways, .for. .exapnpl e by asepti,g filtrat.ion . .

b it s g, SRR 4 et of Ru Dol bavipg the following
bYeoldobadbatd Iggpa%d;by heati ng. They can also be

prepared in the formof sterile solid conpositions

whi ch cdfempoudi of iryadn (IBG--at---t-he-t-i-fre--of —use-tn-- - 10 mg
sterile ter or, any other injectable sterile nedium
35 The %‘%ﬁ’b‘B&F | OHE O ECT Al AT RIS AN TOR A e
SUppoSi_tmnizGsal@hol ecl al...capsul.es. whi.ch....compri.se,...i.n.0.06 ml
addition to the active product, excipients such as

cocoa biftadapn berg@micsypt-hret-i-e-glhyeeri-ges or e 80 mg
pol yet hy, ols. The conpositions for topical 4
adniniéﬁ#@?ﬁgﬁhégﬁmﬁéT"fﬁF”EiéﬁbTéT"é?ééﬁﬁ, Igtions, 04 ml
eye 5 (Bodpgn hpakideashes.,...nose..dr.ops...ok...aer0S0kSu - 24 mg
The subject nmatter of the invention is the : 1.6 ml
ani noi miaeBYlenc#ntiunds -of--formuta 1) and-their '
pharmaceutically acceptable salts and their use in

the prepde&ri.on--of----phar maeeut-i-cal--compost tions -+~ 4:5- for 4 ml
intended to prevent and treat diseases which result

f r'Bira prasent bmvention akse trelutes yio die wiethad dor the nspvengon peg treatment of

ex le,. thase invol.ved L.n 10.neur [ . .
o Sekzstiin Wiish e horeio TG SE AL BRAEEIS LI by adminisiation
f r ot QRddual Af fo il itk achdsaly ateerutae sdlison,

Pi ck’ I sease, strokes, cranial and spinal traunas

and peri pheral neuropathies, obesity, netabolic

di seases, type Il diabetes, essential hypertension,

at heroscl erotic cardi ovascul ar di seases, polycystic
ovaries syndrone, syndrone X, inmunodeficiency and
cancer. 15 Mention may be made, as abnornmal kinase
activity, of, for exanple, that of PI3K, AKT or

GSK3beta, of CDKs, and the |ike. In human therapy,

t he conpounds according to the invention are of

particular use in

80 mg
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the treatnment and/or prevention of neurodegenerative
di seases, Al zheiner's disease, Parkinson's disease,
frontoparietal denentia, corticobasal degeneration,
Pick's 20 di sease, strokes, cranial and spinal
traumas and peri pheral neuropathies, obesity,
nmet abol i ¢ di seases, type |l @&8abetes, essentia
hypertensi on, atherosclerotic cardiovascul ar
di seases, polycystic ovaries syndrone, syndrone X,
|nnunodef|0|ency and cancetédﬁg{ The doses depend on
the desired effect, on the on of the treatnent
gbon t he gn1n & ation route used; they are
3@ W@m-éf & ig and 1000 ng per day orally
for an adult with unit doses ranging froml ng to 250
nmy of active substance. querdy, the doct or

er factors specific
g foll ow ng exanpl es
g to the invention:

illustrate conpositions~aceerdin
5 EXAMPLE A Hard gdﬁﬁ|r1capsutk , W t{l) doses of 50
ng of active product, hav e follow ng
conposition are prepared according to the usua

technique: - Conpound of formula (1)
in which

R3 is. 2. ary.l(.l.é.C)al.lw. . heterocyele, heterocycloalkyl, cycloalkyl, adamantyl,

| polycyelgalkyl, alkenyl; “alkynyl,” CONRIR2,’ csNr1EB, "UCODR1, SOR1, or
C(HNH)NRI .radical; . these radicals .optionally. bemg substltuted by L .or more

cS(DjNRM@t nysmmﬁg NHC(S)Rl -0- sozm SO O-Rl aryl heteroaryl

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

........... :......2.............................10 ng

from halogen,. CN, NOa, NI—Iz, CODHpC(EOMPLE-GONRM| BiRd R2ZWMNHC(O)R1,
es of 50 ve rodu
ORI g o SBoor S PTh ar sB e SsiH L 0 Ssaelfiiia, (GomRIR2,
uﬁH@(S)tIﬁ(,:hang@gRl, -S0,-0- RI, aryl, heteroaryl, heterocycle, formyl,
trifluoromethyl, trifluoromethylisulfanyl, trifftuoromethoxy or (1-6C)alkyl;

R6 and R7 are, independently of one another, chosen from the following radicals:
halogen, CN, NO2, NH,;, OH, COOH, C(O)ORS, -O-C(O)R8, NR3R9, NHC(O)RS,
C(O)NR8RY, NHC(S)R8, C(S)NR8R9, SR, S(O)RE, SO,R8, NHSO;RS,
SO,NRSR9, -0-SO;R8, -S0,-0-R8, trifluoromethyl, trifluoromethoxy, (1-6Calkyl,
(1-6Cjalkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heteroé;ryl(l-6C)a1kyl, heterocycle,

- cycloalkyl, alkenyl, alkynyl, adamantyl or polycycloalkyl; these radicals optionally

being substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH,
OR10, COOH, C(O)OR10, -O-C(0)R10, NR10R11, NHC(O)R10, C(O)NR10RI11,
NHC(S)R10, C(S)NR10RI11, SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11,
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20 - Compound of formula (1)

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

L .......104anmy -

Cel I ul ose 38a
.40y -

P&' é(é Iglcbn eSOZ-O R10, aryl, heteroaryl, formyl, trifluoromethyl, trifluoromethoxy
or{1-6Calkyly « -« o v 10 ng - Sodi um

carboxynetﬁylstarch

‘R5 is chosen -from -the folowing -radicals: halogen, -CN,s NO2; NHz, -OH,; COOH,
....... 22 ng 25 - Talc

COORS, . -0-C(O)RS,. NRSRY,. C(O)NRBRY, .NHC(S)RS, . C(S)NRER9, SRE,
SERB RSPk NS QRE: SONRSRY, -O-SO;R8, -SO:O-RE, 19818 omethyl,

-triflueromethoxy; - (1-6C)alkyl,: (1 6G)alkoxy, aryl ar?r}(l -6C)alkyl; - heteroaryl,
........................ ngy S|I|ca

&ngVﬁ%vhﬁ%sgirﬁgﬁt%lg gpum;xaﬂg'et;eg;xgz J%mtutqd“’%ﬂ%r gr)l(o% substituents
(0113(4631 ﬁérﬁ%aﬁ)geﬁ €N, t\mz, NH%OO@-D&]Itemblt(ﬁh{DHf CC(D)@RHL eg- C(O)R10,
i njectable so

CWR%L né\lﬂ@(%h@f Q@)N)%l%léduég{%ﬁ% Q{S)NRWRH SR10,
f%@%& %&R?UP%H%&@M,SSB neRAGEY, -0 SIROYNIsSf-0R10, aryl,

.heteroaryl, formyl, trifluoromethyl, trifinoramethoxy.ar (1-6Calkyl; . . .. ..
............. 10 gy 5 - Benzoic acid
. . ... ......... 80 my - Benzyl
al cohol

i .. .........0.06 W - sodium
benzoat e
... .. ........... 80 my - 95%Ethanol
. ... ..........0.4m - sodium
hydr oxi de

. ... ........... 24y 10 - Propylene glycol
e
......................... s. for 4 M - Water
......................................... g. The

present invention also relates to the nethod for the
prevention and treatnent of diseases in which a
phosphoryl ati on of the tau protein is involved by
adm nistration of a conpound of formula (1) and its
pharmaceutically acceptable salts.
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38 CLAIMS 1. A compound of fornmula (1): NNR3 R5 \N
R6 H(lI) R7 in which 5 R3is a aryl(1-6C)alkyl,

het er ocycl e, heterocycl oal kyl, cycloal kyl, adanmantyl,
pol ycycl oal kyl, . al kenyl, al kynyl, CONRI R2, CSNRI R2,
COOR1, SO2R1, or C(=NH)NR1l radical; these radicals
optionally being substituted3 1 or nore
substituents chosen from hal ogen, CN, NO2, NH2, OH,
ORI, COOH, C(OOCR1L, -0- C(O)RI NR1R2, NHC(O) R1,

é]g% Rﬁ&‘i%ﬁéﬂg[ﬂ][@r %penhlgﬁﬁpfﬁiel Qm(i%‘l\lg]hydrooen (1-

hEt)glkPR a1, alkBeie bReN el BetefoaryTy themisélivéd uptmﬁﬂy ¢ing substitated
trifluoronethylsulfanyl, tr| f1 uoronet hox%{

&) lapriayipre sybstpents chosen from balegen, dpé§ 14~ %éalﬁgxy CN, NO,,
W%?e%%%?@%@b%@@%%&oﬁ ARE i 8Meinoxy:
M%@\ﬁ% 979 @I\%@?%ﬁz@gf‘ Sg Og g gﬁg%red’ ring which

-n24PorGnhiR} notdayt a hBRIRKGA! yibh ad©l szycl e, fornyl,
tr| fluoronethyl, trifl uor onet hyI sul fanyl ,

Lif Ifabéiﬂét%hé}ﬁﬂnéi‘é of &8l doHlers Q1 ed ﬁ@ﬂﬁé@ its tautomers and
i ndependently of one another, chosen fromt

figl fhamhamguticlly aateptablhsdlisgen, CN, NO2, NH2, C]—I, COCH,
C(OORS, -OC(OR8, NRBR9, -HC(O R8, 20 C(O) NR8R9,

NHC( S) R8, C(S)NR8R9, SR8, S(O) R8, S02R8, NHSO2RS8,

S2NR8R9, -O SO2R8, -SM2-0OR8, trifluoronethyl,

t iAf bymsaumB®phuld @:60) al kyl,  (1-60) al koxy, aryl,

aryl (1-6C)al kyl, heteroaryl, het er oaryl (1-6C) al kyl ,

het I
eterocycl e, H-—-R?:
R5
5
o \’N
N
RE H (n

in which

R3 is aarvl(1-6C)alkyl, heterocycle, heterocycloalkyl, cycloalkyl, adamantyl,
polycycloalkyl, alkenyl, alkynyl, CONRIR2Z, CSNRIR2, COORI1, SO.RI, or
C(=NH)NR1 radical; these radicals optionally being substituted by 1 or more
substituents chosen from halogen, CN, NO,, NH,, OH, OR1, COOH, C(O)ORI, -O-
C(O)R1, NRIR2, NHC(OR1, C(O)NRIR2, SRI, S(O)RI, SO.R1, NHSO.RI,
SO,NRIR2, C(S)NR1R2, NHC(S)R1, -O-SO;R1, -SO,-O-R1,
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- SR NRBRY. Qkﬁ%

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

pol ycycl oal kyl ; these radicals optionally being
substituted by 1 or nore substituents chosen from
hal ogen, CN, NO2, OH, 25 OR10, COOH, C(O ORI O
-0 C(O R10, NR1OR11, NHC(O R10, C(O NR1ORI 1

NHC( S) R10, C(S) NR1OR11, SR1040S(O R10, SO2R10,
NHSO2R10, SO2NR1ORI1, 38a -O SQRRIQ -S2-ORIQ
aryl, heteroaryl, fornyl trifluoronethyl,

| SRRl AL el By MRS s,
GEtbronfeHx GRS (1- 6@):@16_@)518, NR8R9, C(O) NR8R9,
NHC(S) R8, C{S)NR8R9, SRS, 5 S(OR8, S02R8, NHSO2RS,

g%m%’ Sestitutedl 15 orARbRY éubstltuents chosen
trifluor omet hoxy C) al'kyl , é&Gdéal koxy, KR
argrh (halogQ). a(ENyNOzhEHar 6&03111,, C(Q) 1G(O)R 1 BERARRY NHC(O)RI,

RS, <y £ PO s O o R Y,

swhet$Rut edobsozmor -surz&:)&ubstanﬂueﬁét&maghos QBtefchﬂlb formyl,
hal ogen, NO2, ™, OR COOH,

tuﬂ@e@mﬂml @ﬁumﬂsmw @fth@)omﬁtl@x\qm éﬁ@@)alkyl
NHC( S) R10, C(S)NRIORLlI, SRIO  S(O) R10, SCQRRIO,
NREER RiGsen Saenrio Rillowing radessChalogee LRANG2. afijs, O, COOL,

KPR i PIREL RS STORRERY, IR PISIBES. st

SS@RS”S@QRB,VN@IS@R% FWNRBRY, 2015058 e—'SOz((j—'RS trifluoromethyl,

O al kyl, aryl, al kenyl, alk nyI het er oar

(nstmetapt (HaIlg I 5 AR s AT R —

TR I —

cloblkygy thesé tddidaliosmivahiny bemg rsulﬁétlumd)hﬁtl ho@>tiyore Eubstltuents
and R2 or R8 and R9 or_ R10 and can forma
ofhosemipisdiaiageni GE> Mi2e AH2nE @R%ﬁw HERNORLO, & -C(O)R10,

OEATDEEk et s Blopveluth, ARIHEIT SxspmigRi. swio
i $E©)RaAW (Sl@gRSO,&INHS@iRIQ;hS@ﬂﬁRk@R]Ic;ajr(D-g‘BChRd:@,pt-ﬁ@b-é) -R10, aryl,
Sl?eltetrgaryiu%o yl, tn%%gi%me?lgylOti‘lﬂﬁlgltor!l}ljeltl?oxgrlc?r {1-6C)alkyl;
R6 is chosen from the following radicals: halogen, CN, NO2, NH,, OH, COOH,
C({O)ORS, -O-C(O)R8, NR8R9, NHC(O)RE, C{O)NRERY, NHC(S)R8, C(S)NRSR9I,
SR8, S(O)R8, SO,R8, NHSO,R8, SO,NR8R9, -0-SO;RE8, -50,-O-R8,
triffuoromethyl, trifluoromethoxy, (1-6C)alkyl, (1-6C)alkoxy, aryl, aryl(1-6C)alkyl,
heteroaryl, heteroaryl(1-6C)alkyl, heterocycle, cycloalkyl, alkenyl, alkynyl,
adamantyl, polycycloalkyls; these radicals optionally being substituted by 1 or more
substituents chosen frorﬁ ha_logen, CN, NO,, NH;, OH, OR14, COOH, C(O)OR10, -
O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10, C(S)NR10R11,
SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11, -O-SO,R10, -S0,-O-R10, aryl,
heteroaryl, formyl, trifluoromethyl, trifluoromethoxy or (1-6C)alkyl;

R7 is a halogen, methyl, cyclopropyl, CN, OH, methoxy, trifluoromethyl, ethylenyl,
acetylenyl, trifluoromethoxy, NO,, NH> or NMe2



NR3 RS/ \NR6 H(l) R7 in which R3is

aaryl (1-6C)al kyl, heterocycle, heterocycl oal kyl,
cycl oal kyl, adamantyl, polycycl oal kyl, al kenyl,

al kynyl, CONRIR2, CSNRI R2, COORI, SO02R1l, or 15
C(=NH)NRI radical; these radicals optionally being
substituted by 1 or nore sub4@atuents chosen from
hal ogen, CN, NO2, NH2, OH, OR, COOH, C(O OR1l, -0-
C(ORI, NRIR2, NHC(OR , C(ONRR2, SRI, S(O)R,

2 S R P MR s, -

het\ ik pc s edlkefrﬁ}[ Mmyl bt ﬁétét@ﬁx?ﬂ&h&h\iéelves optlonally being substituted
trifluoronmethylsul fanyl, i f1 uor omet hoxy

(blf-m)labmbstﬁuemch@e’af@m m@mkgll-6<a9ﬂ¢yér(é+qr@alkem &N, NO,,

340s it U o Ry PO @g&%&o&g&gmﬁmmmy,
M% %égé(a)m'ﬁgpgg‘ f@,@»g}ms@ R 6-a2 red ring which

AndY notda¥é a hBRIQIRATMEL a0l SoPRYCI €, f ornyl,
tr| fl uoronethyl, trifl uoronet hyi sul fanyl,

trifluoronet hoxy or (I-6Qalkyl; R5 is chosen from
the follow ng radicals: halogen, CN, NO2, NHZ, OH,
COOH, C(OOR8, -OC(OR8, NR8R9, C(O) NRBR9,

NHC(S) R8, C(S)NR8R9, SR8, 10 S(O R8, S02R8, NHSOZRS8,
SO2NR8R9, - O SO02R8, -S02-O-R8, trifluoronethyl,
trifluoronethoxy, (1-6C)alkyl, (1-6C)al koxy, aryl,
aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6C) alkyl,
het er ocycl e, cycl oal kyl, al kenyl, al kynyl, adanmantyl,
pol ycycl oal kyl' s; these radicals optionally being
substituted by | or nore substituents chosen from
hal ogen, CN, NO2, NH2, OH ORI O COOH, C(O OR10,

-0 (O R10,
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15 NRIOR11, NHC(O R1O, C(O NRIORII, NHC(S)R10,

C(S NRIORI1, SRIO S(OR10, SQ2RI 0, NHSC2R10,
SO2NRIORI'1, -OSO2RI0, -S2-ORIQ, aryl, heteroaryl,
formyl, trifluoronethyl, trifluoromethoxy or

(1-6C)al kyl.;. R6 is chosen fromthe foll ow ng

radi cal s: hal ogen, CN, NO2, MMR2, OH, COOH, C(O) ORS8,
-O-C(OR8, NR8RI9, NHC(O R8, C(O NR8R9, NHC(S) RS,
C(S)NRBR9, 20 SR8, S(O R8, S02R8, NHSOZRS, SO2NR8R9,
-O SO2R8, -S2-O-R8, trifluorone N .

(1S TP SR opery 91 é’éﬁtﬁieWPmefsl i | ig{pres, f§ tautomers and
s hbdnREh@ddiy laccephiespar yl . heteroaryl (1-6C) al kyl,
heterocycl e, cycl oal kyl , alkenyl al kynyl ,

adamant yl , polycycloalkyls these radicals optionally
bei ng substituted by 1 or nore substituents chosen

fyqm hal o , NH2, OH OR10, COOH, C(O ORI O
%%"c‘f&%”%ﬁ&ffw, NHC(O R O, C(O) NR OR11,

NHC(S) R10, C(S)NRIORI1, SRIO S(OR O S02R10

‘NHSO2R1O, SO2NRI ORI |, -O SO02RI@p—RB2- O R10, aryl,

het eroaryl, fornyl, Fg)r
or (1-6QC) al kyl; R7 i
CN, OH, nethoxy, triflud
acetylenyl, trifluorgne
Rl, R2, R8, R9, RI10
anot her, a hydrogen, 6e) al kyl , aryl, al kenyl,
alkynyl or heteroaryl, thenselves optionally being
i.tuted by 1 or nore substituents chosen from
‘%@ (1-60) al kyl, (1-6C)al koxy, CN, N2,

Ok (5080 aﬁmﬁ% %)\Im?adf > fendgelonlivio e ﬁ%‘l ffmantyl.

%ﬁ ﬁmﬂégg ﬂlbm@l ”@@m{ﬁ@b fCBQ&RMRZCh c@@morsozm or

tercatfom such as 0, Sor N
r QCNERINGS] mdwal i ’dﬂﬁﬁ'r sadacaldljoporallyo b@uﬁew‘s@m@:dt hy:” Ir or more

beiibSih ehaskn o 85, T b SR TRETERE CBPH o, -o-

C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SRI1, S(O)R1, SO,R1, NHSO.R1,

i fluoronmet hyl, trifluoronethoxy
3 ey, net hyl, cycl opropyl,
hy N et hyl enyl,

» NH2 or NI\/|92 40a

SO.NRIR2, C(S)NRIR2, NHC(S)RI, -O-SO;R1, -SO,-O-Rl, aryl, heteroaryl,

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

R3 is a (1-6C)alkyl optionally being substituted by 1 or more substituents chosen
from halogen, CN, NO,, NH,, COOH, C(O)OR1, -O-C(O)R1, NR1R2, NHC(O)R1,
C(O)NRIR2, SR1, S(O)Rl, SO;RI, NHSO;RI, SO;:NRIR2, C(S)NRIR2,
NHC(S)R1, -0-80,R1, -S80,-O-R1, aryl, heteroaryl, heterocycle, formyl,
trifluoromethyl, triffuoromethylsulfanyl, trifluoromethoxy or (1-6C)alkyl;

R5 1s an aryl



R5 2 \NR6 H(lI) 5 R7 in which R3is a

aryl (1-6C)al kyl, heterocycle, heterocycl oal kyl,
cycl oal kyl, adamantyl, polycycl oal kyl, al kenyl,

al kenyl, CONRI R2, CSNRI R2, COOR1l, SO2R1, or

C(=NH) NR1 radi cal; these radicals optionally being
substituted by 1 or nore 10 gufstituents chosen from
hal ogen, CN, NO2, NH2, OH, OR, COOH, C(O OR1l, -0-
C(ORI, NRIR2, NHC(O R, C(0O)NR1R2, SRI, S(O RT,

T SRt o cedensnir b pre RAOA losSh gk CyelgpopsL ON

toitf Ie@oRyBkiMibrontdihsfl] sAVRARL BUétﬁ@lh}flaﬁ]\ﬂuoromethoxy, NO,, NH; or
trifluoronethoxy or (1- 6C) alkyl: or RBis a

(MMBE) al kyl optionally being substltut ed by 1 or nore
substituents chosen from hal ogen, CN, NO2, NH2,
GXahd BE @rORidepedioBiiDoRbne RIRbREY, amm(o@):m; -6C)alkyl, aryl, alkenyl,

%%E}theg%ﬁlsﬁ% Réle}Yﬁss%géﬁ %ﬂ@ @%%%IR%& I or more

fk%bﬁ&ﬁé}ftyhhoéaﬁtﬂ%ﬂ%g@n {10503)&1@1 ticadaekeeNhWo,, NH,, OH,
trifluoronethyl sul fanyl, trifludromnmethoxy or

(G008 A10Qdlkyl200RE; Brayl, ay)| triflugronrahyd 9 trifpucgeracthoxy;
I ndependently of one another, a hal ogen, nethyl,
cBtlangrRpydan fGhip a GH, orrrémhm‘gqred ring| whicbntaajwyjr,may not have a
et hyl enyl , acetyl enyl, trifluoronethoxy, NO2, NH2 or
ﬁ%%oﬁP%aﬂE%ﬁE@;lSé’rﬁmdependently of one another, a
hydr ogen, (1-6C)al kyl, aryl, alkenyl, 5 alkynyl or
heteroaryl, thensel ves opti onal Iy bei ng substituted
by 1 or nore substituents chosen from hal ogen,
(1-60C) al kyl, (1-6C)al koxy, CN, N2, NH2, OH,  COCH,
COCal kyl, CONH2, fornyl, oxo, trifluoronmethyl or
trifluoronethoxy; R and R2 can forma 5- or

6- menbered ring which may or nay not have a
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het eroatom such as 0, Sor N, 42 its racenmates,
enantioners or diastereoisoners and their m xtures,
its tautoners and its pharnmaceutically acceptable
salts. 4. The conmpound as clained in claim1l, which
is chosen from N (bicyclo[2.2.1

] hept - 5- en- 2-yl net hyl ) - 6- chl d2o- 7-f| uor o- 5- phenyl -

H i ndazol -3- 5 am ne

6-chl oro-7-fl uoro- N (3, 3-di net hyl butyl)-5-phenyl -1 Hi

E R Rarle S Sismsmer depBRyPRIBLYIY heir gmHgFS i igers and

3RIpharmPeically acceptable salts.
6-chl oro-7-fl uoro-N(cycl opropyl net hyl ) -5-phenyl -1 Hi

ndegoksip &Eﬂd% claimed in claim 1, which is chosen from
6- chl or o- 7 | uor o- N- (cycl opent yl met hyl) - 5 phenyl

AR et e B e i U -fh%l%ﬁg-lﬁd?zfi*‘-
Hniifklazol - 3- am ne
6-chl oro- 7-fl uor o- N- (phenyl et hyl ) - 5- phenyl -

H-¢ 182D udrodNi(B 8 -dimethylbutyl)-5-phenyl-1H-indazol- 3 -amine
6-chl oro-7-fl uoro- N (cycl ohexyl nmet hyl ) -5- phenyl -1 Hin

4R b o37-RUbREN- (3-pheny1propy1) 5-phenyl-1H-indazpl-3-amine
6-chl oro- 7-fl uor o- N-propyl - 5- phényl -1 H i ndazol - 3-am n

&-chipro: T flyorqr N (exclopropyigethyl)-S-phenyly Flindarol S-ampine
S-Bs ﬂ%w%‘ O R BT 3-pRerY T Sez01-3-omine
&’&ﬁp%)'—- -ﬁ%%é’n}@qye@m%wwm ey 3 ity

-1 H-|ndazol -am ne

&@ahlvtor?nﬁ@m N@Bw@hﬂ%ﬁr@ﬁw@ Hgpdagol-3-amine

H i ndazol -3 -am n

&- @hibm*?n-ﬂﬂDfQﬂoﬁ%CiRhWhﬁ?ﬁ)ﬂﬁépﬁi@ﬁyﬁ }Iﬁe@d@}plﬁ-aﬂwe nyl -

1 Hindazol -3 -amne 20

M-{:l(léroc?ﬂfblpnpﬂqvmpylrfepﬁmﬂ -18-ipfdasl-g-afmifit uor o- 5- phenyl
-1 Hi ndazol - 3- am ne

Go-clilb- @-{Rmfd-hﬁe(aci} B JA(434-rethibuor piembH Sy peshiply | fi-ibdgabefrmine
| -1 Hindazol -3-am ne

6WER®r 0- 7- f | uor o- N-[[ 4- (tri f1 uor onet hoxy) phenyl ] net h
yl ]-5-phenyl -1 Hindazol -

- [ :
[BCllpro? éhmrq-Nu@sﬂeﬁlﬁafbmﬁymli Stheﬁmla{z%mc{e,ug)hﬁ-amme
am no] net hyl ] phenyl ] acetam de 25
66-chlbor-B-{inofd- ek e-mnthqxypBeryl otetar b pivdeyl) ik tndgrql-35amine
enyl -1 Hindazol - 3-am ne
6-chloro-7-fluoro-N-(phenylmethyl)-5-phenyl-1H-indazol-3-amine
6-chloro-7-fluoro-N-[(4-cyanophenyl)methyl}-5-phenyl-1H-indazol-3-amine
N-[(4-chlorophenyl)methyl]-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-amine
6—ch10r.0—7-ﬂu0r0-N-[(3—methoxyphenyl)_methyl]—S-phenyl-1H-indazoi—3-arnine
6-chloro-7-fluoro-N-[[4-(trifluoromethoxy)phenyl|methyl]-5-pheny!- 1 H-indazol-3-
amine

N-[4-[[[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]amino Jmethyl jphenyl|acetamide

6-chloro-7-fluoro-N-[(3,5-dichlorophenylymethyl}-5-phenyl-1 H-indazol-3-amine
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43 6-chloro-7-fluoro-5-phenyl -
[4-(trifluoronethyl)phenyl]nmethyl]-1 Hindazol - 3-
am ne
6-chl oro-7-fluoro-N-[ (4-fl uorophenyl) et hyl ] - 5- phenyl
-1 Hindazol -3 -am ne
6-chl oro-7-fl uoro- N[ 3- (4- meByl phenoxy) phenyl met hyl ]
-5-phenyl -1 Hindazol -3- 5 am ne
N-(2,2,3,3,4,4, 4- hept af | uorobutyl )-6-chl oro-7-fl uoro-
Fﬁ—c}ﬂ&@ﬁyﬂud)rokﬁ-bmz-bl-E[3~(tr§l’don@nethyl)phenyl]methyl]—IH—indazol—S—
6-chl oro-7-fl uoro-5-phenyl -N-[[ 3, 5-bi s(trifl uoronethy
|[aBRenyl Jmethyl ]-1 Hi ndazol 3 am ne
6- chl oro- 7-f | uor o- 5- phenyl - N- | (trlfluoronethyl)phe
riy¢ilonst TrfingrorN14-AderepheryDrpth A -weenyl-1H-indazol-3-amine
6-chl oro-7-fl uoro- N-[ (6- nmet hoxy- 2- napht hyl ) net hyl ] - 5-
pﬁadﬁgﬂo—'ﬂ.—ﬂ&bﬁo@ddidﬂ-@th}’ip}moxﬁ)pbhﬂndmgﬂrﬂ]fﬂ-Dlmnal—ﬂsﬁ-indazd-:%-
E&Bentafluorophenyl)nethyl] -5 -phenyl - 1

Adazol - 3-am ne  6-chl or o- 7- f | uor o- N— [

{J}g-i(é?gg%tz?g A h}}f@%q%g ulcyqeé -C oro% f?ulg)r —phenyl 1H-indazol-3-amine

4-chl oro- 3-fl uorophen Ié}gﬂeth yl]-6-chl oro-
ciypronirfluprorf-phertai-1i3 F é womethyl)phenyl]methyl} 1H—1ndazol-

63%9 Qr o- 7-fluoro-5-phenyl -N-(3,3,3-trifl uoropropyl)-

[ ndazol 3-am ne

e e S

- Sfine- Y| met hyI) 6- chl oro- 7-f | uor o- 5- phenyl -
H i ndazol -3 - am ne 20

NT' (:l:.lol‘o -7 glagﬁeﬂgkfi fneﬁfﬂd@@qMﬁﬁhﬂ@iﬁl@t&ﬂ?S%ﬁEﬁﬂQ@H@hﬁ&l@amme

zol -3-am ne “6-chl oOro- uor o-

Lé—c}(lg og%}iﬁxg)aﬁ' @ﬁ]&%ﬁ.@@é‘ne rﬁéﬂl%l g% gﬁf‘lefﬁlmcﬂazol ~-3-amine
%ﬁgﬁﬁ é/él)ugm lgfrﬂgé? W@%g?@% pﬁgﬁr}ﬁnl{é l%hepyl ﬂgi-r‘ilnc?azol")?-amme
IIﬂ-ﬁ 0@~%Ei¥19%)pé yi)metgﬁf %—ch?orgli’] fﬁm 1oro- %l Ilhenyl m-mc?azolﬁ-
amine

6-chloro-7-fluoro-5-phenyl-N-(3,3,3-trifluoropropyl)-1H-indazol-3-amine
6-chloro-7-fluoro-5-phenyl-N-(3-thienylmethyl)-1H-indazol-3-amine
N-{bicyclo[2.2.1hept-5-en-2-yimethyl)-6-chlore-7-finoro-5-phenyl-1H-indazol-3-
amine

N-(1,1'-biphenyl-4-ylmethyl)-6-chloro-7-fluoro-5-phenyl-1 H-indazol-3-amine
6-chloro-7-fluoro-N-{[4-(dimethylamino)phenyljmethyl]-5-phenyl- 1 H-indazol-3-
amine

N-(2,2'-bithiophen-5-ylmethyl}-6-chloro-7-fluoro-5-phenyl- 1H-indazol-3-amine

6-chloro-7-fluoro- S-phenyl -N-[[1-(phenylmethyl)-1 H-imidazol-2-ylimethyl}-1H-

mndazol-3-amine
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6-chloro-7-fluoro-N-[[| -nethyl-

H i m dazol - 2-yl nmet hyl ] - 5- phenyl -1 H i ndazol - 3- am ne
6-chl oro-7-fluoro-N-[ (1-met hyl -1 Hindol -3-yl)net hyl ] -
5- phenyl - | Hi ndazol - 3-am ne

6-chl oro-7-fluoro-N-[(5-nethyl -2-furanyl)nethyl]-5-ph
enyl -1 Hindazol-3-amne 5 44

6-chl oro-7-fl uoro-5-phenyl -N- (1H pyrrol -2-yl nethyl )-1
H i ndazol - 3-anmi ne 6-chl oro-7-fluoro-5-phenyl-N-[(1

gt Che iRy 2T s ey e

H- i ndazol - 3- am ne
| oro-7-fl uoro-5-phenyl -N-(1

g&%@% ’Phl}gi‘]pyfh gﬁt Ll%yl %H&nﬁ&dﬁ§ﬁlne§1yl]%%yi_1H-mdazol 3-amine

or o-

Eéf?l‘ﬁgrgm(bu%m g{ m%:ﬁgﬂﬁ M&%ﬁ@ﬂyl} 55 p}g)f!?]?/prﬁlldazol-g -amine
00y Pl Phahehit P s it S ke

chloro 7-fl uoro-5-phenyl hen
+¢ thipgaz grow:- %rpﬁl%#ﬁf}[(ﬂHlmpﬁlW&é m@éh)}ﬂahﬂlrfad%l 3-amine
6-chl oro-7-fl uoro- ﬁh&; (4-chl oropheﬁ/ } 2-furanyl | me
tehghiprosT-Preteyd-phepyil FHingdazgiidrid)methyl}-1H-indazol- 3 amine
6- chl oro-7-fl uoro-5- phenyl - N-[ (1- et hyl - |
F&-ﬁ;&ome‘f—ﬂﬁmyﬂ-ffphﬁ:ﬂyj{-ﬂ\]-(lﬁ-ﬂytaﬁdla&-alm@hylghﬂﬁi@d&zom-amine
4-[5-[[[6-chl oro-7-fluoro-5-phenyl -1 Hindazol -3-yl]
agreiiojor e filytol N J fI-urednyd 1 H-inZidahddzd resthy 1f -6 e plel H-indazol-3-
6- chl oro-7-fl uor o- 5- phenyl - N- (3-t hi enyl met hyl ) -1
HR8azol - 3- am ne
6-chloro-7-fluoro-5 phen

kﬁ-plﬁpm}@lwm%[lwémpqw 1ﬂhﬁxm[ﬁdlrgpyrazolaﬂrﬁflai@e@mgﬂ~phenyi 1H-

5 C o- 7-fl uoro-5-phenyl -1 Hi ndazol 3-yl]
%h%%[“? af‘%“q%] 5- (met hyl - 25

o S 8P R RGN FdftercPpstibiitipty-

phery! 1-2-furanyl ] methyl]-1
6-chloro-7-fluoro-N-[[5-(4-chlorophenyl)-2-furanyljmethyl}-5-phenyl-1 H-indazol-3-
amine
6-chloro-7-fluoro-5-phenyl-N-[(1-methyl-1H-pyrrol-2-yl)methyl]-1 H-indazol-3-
amine

4-[5-[[[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl Jaminojmethyl]-2-furanyl|-
benzenesulfonamide
6-chloro-7-fluoro-5-phenyl-N-(3-thienylmethyl)-1H-indazol-3-amine
6-chloro-7-fluoro-3-phenyl-N-[[2-phenyl-1H-imidazol-4-ylJmethyl |- 1 H-indazol-3-
amine

ethyl 2-[[[6-chloro-7-fluoro-3-phenyl-1H-indazol-3-yl jaminomethyl}- 5-(methyl-
thio)-1H-imidazole-4-carboxylate
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I ndazol - 3-am ne

6-chl oro- 7-fl uor o- 5- phenyl - N-[ 2- ( 1- pi peri di nyl ) et hyl ]
-1H i ndazol - 3- am ne

6-chl oro-7-fl uoro- N-[ 2- (4- nor phol i nyl ) et hyl ] - 5- phenyl
-1 Hindazol -3-amne 5

N- (6-chl oro-7-fl uoro-5- phenylgsl H i ndazol -3-yl )-N - (3,
5-di chl orophenyl )urea N-(6-chl oro-7-fluoro-5-phenyl-1
H i ndazol - 3 -yl)-N -(2-propenyl)urea

I\Gliyé_lﬁoq%!? l h%,p#:_ﬁy};& E[é hetrll‘}ﬂuorometinﬂ?p enyl]-%-fuxanyl]methyl] 1H-

Loghl &37 f1 uoro-5-phenyl -1
H-|n8azo 3-yl)-N -(4-phenoxyphenyl ) urea

DR 5 bhit- an-@ Py Brindyzel-3zamjge
R TG R Bh s bRy Bl S iae
RIS érﬂno;“ ; ens&l(}@hrsﬁ%e} £ R L A S

H-i ndazol - 3-yl)-N -cycl ohexyl urea _

N (Gchlorar dlvpre-pubeny! s fdagel-ryD-N'-(2-propenyljurea

H-i ndazol -3-yl )-N -propyl urea

NN-(6-cbloref dluprd-bbeny!Sl- 1-3-phiNidpasyimgethyyurpe - (4-

chl orophenyl )urea 15

NN 6-chlok @7 efhibrd-bypheny] SHipiveiaydl-3-Fhil¥i d dzpbea@syphinylNuedad -

fl uorophenyl ) urea

NN {(6-chilvh @7 ftubrd-byieaylSHphetaybl-3-bhiNiddzndth@eyphinyNmdihyljurea
icyclo[3.3. 1.13 '7]dec)-1-ylurea

'\N((@ cﬁﬁ)lr&lUQ’IuBrcﬁ b LheRy15 H-RRRANL3-y1)- Nt [ gaERkomdethyl )phenyl Jurea
(4- met hyl'phenyl ) ur ea

m%g Eﬁ}ng?gl@r #ﬁ{/ﬁﬂgﬂ@phengl - H:I—}f Hﬁ%gggoﬁgﬁéﬁﬂ urea
s ?%5& TR SRR R b f’g"%ﬁéﬁ’lﬁﬁ |

ur.ea 6: chl drox 5- phenyl -
rh}(g R g?ﬂuﬁ §mlﬁ%l s (mdazgl BNy S QRY -
N- ( 0oro: 7- = KR - 3- urea
Wg 5[%1‘% Faﬂuﬁr? “H °1 r%ﬁé‘ﬂ%& YDiH 'e(%gﬂ Rlﬂepﬁa 5B -

) urea

Nﬂ((é -Cblﬂf@T7cﬁ11PI‘i’15thel}ﬂr Hherdaaly3-sUpN e(ﬁ;fiuqonhﬁnﬂaraﬁw
-yl)urea N-(6-chloro-7-nitro-5- hen
ik iab-7 -6y -G o oL 1 61063 A e deq)- -ylurea
H i ndazol - 3-yl )urea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yI)-N'-(4-methylphenyljurea
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-ylurea
N-(6-chloro-7-methyl-5-phenyl-1H-indazol-3-yhurea
N-{6-chloro-7-cyano-5-phenyl-1 H-indazol-3-ylurea
N-(6-chloro-7-cyclopropyl-5-phenyl- 1 H-indazol-3-yhurea
N-{6-chloro-7-hydroxy-3-phenyl- 1 H-indazol-3-ylurea
N-(6-chloro-7-methoxy-5-phenyl-1H-indazol-3-yljurea

N-(6-chloro-7-trifluoromethyl-5-phenyl-1 H-indazol-3-yljurea
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N- (6- chl or o- 7- di net hyl am no- 5- phenyl -

H i ndazol -3-yl)urea 5 N-(6-chl oro-7-ethynyl -
-phenyl -1 Hindazol -3 -yl)urea

N-[ 6- chl oro-7-fl uor o- 5- phenyl -

H i ndazol - 3-yl ] - 4- net hyl - benzenesul f onam de
N-[ 6-chl oro-7-fl uor o- 5- phenyl4gl
H-indazol-3-y|]nethanesu|fonanide
N—[6-ch|oro-7-f|uoro 5- phenyl -

iR 5 s os o fﬂ%@?h@r‘g@&f% ]

-2 2, 2-trifl uoroet hanesuy g§1thq

NN &Chloryy Sutre-p Ak léip‘ﬁ%ﬁé} VPRdazol - 3-yl]-2-thio
phenesul fonaniide N - ! -chloro-7-fluoro- 5 -phenyl -
IN¥p-chigrrdtamBugPiphseriz ¢lohrahinga

N-[ 6-chl oro- 7-fl uor o- 5- phenyl - 1

BN-(frdblpod-7 Jlimkthyn(ine- 6fﬂhamylolrfémdpm)lb?emlz)en¢e-

sul fonam de N-[6-chl oro-7-fl uoro-5-phenyl -

HN-(6-dBloed-7 2thwilyl-5 -phenyl S B-irslaxaZok hrka 2 -thiophene- 15
sul f onam de

W[ 6Bk 7 Fubrd-b LideayISHpheaydl-3-FHlingedl-bethdsulfofdniide

r obenzenesul f onanm de

);9 cﬁjalr&'mu%ré B%%gyi&m&lﬂ-ﬁ]hﬁﬂﬁﬁ@uﬁgnﬁhﬂde 4- et h

benzenesul f onam
wﬁ dazo Ir(?)ﬁgluofr(}_gw erre?lﬁﬂ%ééls% nRoP csulfonamide
W [[g Eig}lﬂl)”nﬁgg7 6‘5 Igu eE%l T | 01 -3- grlg ani %Ztﬁhugrogﬁllme%ul%ﬁa%lde

ona

[giggpwq) étofh.gﬂrcg%g(ﬁ?gﬂel ?ﬁ]ad;-%mp enesui/iJoJlanudg 1.1

(6-chi 7-f1 5- ph
I'NT{ﬁﬂ: -Jéﬂm?é grﬁl}%ﬁuﬁ%‘g‘f%&l f}epfﬁg?me]wsulafewﬁ? de 47
N-[ 6-chl oro-7-fl uoro-5- phenyl -1

RN [ frhlose-7 Fluprg-S4heayh ﬁ%dﬂz@n%wﬂt%aﬂ@uor@meﬁmﬁbﬁwée-

Sg Ior 7 fluoro- N (pentafl uorophenyl)-5-phenyl - Hi
o anlne

%%g—fﬂor%-%ﬁoﬁag %O}gnlélh§l lﬁ-n%afz!)iu? ryﬁpg' gq}gogzazolﬁp S—%Oph"'ne—

6o ehhanRe7-f 1 uoro- 5- phenyl - N- (2, 3,5, 6-tetrafl uorophen
yl)-1Hi ndazol - 3- am ne

N-[6-chloro-7-fluore-5-phenyl- 1 H-indazol-3-y1]-4-fluorobenzenesulfonamide
N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl]-4-methoxybenzenesulfonamide
N-{6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl|benzenemethanesulfonamde
- N-[6-chloro-7-fluoro-5-phenyi-1 H-indazol-3-yl}-1-methyi-1 H-imidazole-4-

sulfonarﬁide
N-[6-chloro-7-fluoro-5-phenyl-1H-indazol-3-y1}-4-(1,1-dimethylethyl)benzene-
sulfonamide
N-[4-[[(6-chloro-7-fluoro-5-phenyl-1H-indazol-3-yl)amino]sulfonyl jphenyl ]-

acetamide
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6-chl oro- 7-fluoro-5 -phenyl
-N-(2,4,6-trifluorophenyl)-1 Hindazol -3-am ne

6-chl oro-7-fl uoro- N- (4-fl uorophenyl ) -5-phenyl -

H i ndazol - 3- am ne
6-chloro-7-fluoro-N-[3-(trifluoronethyl)phenyl]-5-phe

nyl -1 Hindazol - 3-am ne 47
6-chl oro-7-fluoro-N-[4-(trifluoronethyl)phenyl]-5-phe
nyl -1 H-indazol -3-am ne 10 6-chl oro-7- quoro I\I-

1 -5 (trifl he d

7 T S N PSR B e e 2
idel Hindazol - 3-am ne

6 chloro-7-fluoro-N-(3-nitrophenyl)-5-phenyl -

S et R S Rl - gt
E*:%*ﬂ?rg“’-ﬂvgﬁ RTs08 %h?awﬁe%%?x shenvlyIHojpdagol doamine,
% s DD PRI B 5 e P sk D T Bl ol e

-1 Hi nda o I -
eﬁ %IHP@r'éﬂvow %r@h%n %&rtpg}lﬁwsle@l)p% Hiydazql-3-amine
H i ndazol - 3-am n
N-phlexpr Z-Hlueterré- fhmrrw}@nbbé -iseRy 1 H-indazol-3-amine
H-i ndazol - 3-am ne 20 ) )
Mé(:lﬁemhl’-@mom'fo[Bt(@ﬁf@csgmh@m@i)hﬂnﬂhﬁﬂMI-lEﬂyﬁé)mmﬁpn@e
nylurea N-(6-chloro-7-fluoro-5-phenyl -
I-G—bhﬂdﬁzwﬂuarofN)[43({nmmdmmyﬂn§k)pmmgﬂhﬂ-f:hrﬂmamlHentlmﬂ -B-amine
racemates, enantioners or diastereoisonmers and their
ng- &El@faﬁ&ﬂubﬂﬁw[Jtﬁwraﬁeﬂhsﬂucaaﬁeﬂlbbpﬁen@tja? pragi Heialazpl-3-
acceptabl e salts. 5. The conpound as clainmed in
eimemer of clains 1 and 2, which is chosen from 25
Pi peri di ne-|-carboxylic acid
(& cHoui-THflworeNS4pkigapheny bk 3-plray bl H3ngazphataguna 8
Pyrrolidine-I|-carboxylic acid
( ®cHloth-TlMmoreNsGpianyheny - 3-pladay bl Hdagd Zphfiagens
1-(6,7-Di fluoro-5-phenyl -1
H-chidaz 9l fudratN)33mbBokphery ImHiticper Bilimtatoly3-hmiepy| | u
rea its tautoners, and their pharmaceutically

a&eﬁua}@blfﬁlo&am@-m&hofﬁmeﬁﬂw%ﬁyiaﬁwﬁ@zamimmany
one of clains to 5 for use as a nmedicanent. 5 7. A

ﬁ@m@&wfd&@p§agﬁg§3ﬂtﬂ}pmdamlﬁanﬁenprI ses, in a

armaceut1 ca eptable nmedium a conpound

. g rézeod”/’%ﬁxo% ﬁ' ﬁegyr cﬁnﬁ?g p%gﬁylolfH ﬁ{c@hﬂ% Ik °

6-chloro-7-fluoro-N-(2-pyridinyl)-5-phenyl-1H-indazol-3-amine
N-butyl-6-chloro-7-fluoro-5-phenyl-1H-indazol-3-amine
N-(6-chloro-7-fluoro-5-phenyl-1H-indazol-3 -y'i}-N’ -phenylurea
N-(6-chioro-7-fluoro-5-phenyl-1H-indazol-3-yl)-3-methoxybenzenesulfonamide

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

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

Piperidine-1-carboxylic acid (6,7-difluoro-5-phenyl-1H-indazol-3-yl)amide
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8. Use of a conpound as clainmed in any one of clai-ns
1to5in the manufacture of a nedicanent for the
treat nent of neurodegenerative”di seases, strokes,
cranial and spinal traumas and peri phera

neur opat hi es, obesity, netabolic diseases, type Il 10
di abetes, essential hypertensf§fon, atherosclerotic
cardi ovascul ar di seases, polycystic ovaries
syndrone, syndrome X, inmunodeficiency and cancer. 9.

Bt A SRR e

- consjsting of Al zhejner's. dise .. Parkinson's
o -&&%ﬂuqrpoﬁwhﬁﬁapfgrlaﬂma%ﬁ@h?-ﬁ-,@-eﬁﬁt}ﬁl%ﬁa%larl-yl)Propyliufea
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degeneration and Pick's disease. 15
its tautomers, and their pharmaceutically acceptable salts.

6. The compound as claimed in any one of claims 1 to 5 for use as a medicament.

7. A pharmaceutical composition, which comprises, in a pharmaceutically acceptable

medium, a compound defined as claimed in any one of claims 1 to 5.

8. Use ofa compound as claimed in any one of claims 1 to 5 in the manufacture of a
medicament for the treatment of neurodegencrative 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.

9. The use as claimed in claim 8, wherein the neurodegenerative disease is selected
from the group consisting of Alzheimer’s disease, Parkinson’s disease, frontoparietal

dementia, corticobasal degeneration and Pick’s disease.



