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'2007 WO 2004/ 022544 PCT/ FR2003/ 002633  Novel

--------------------------- ---- 2 March

am noi ndazol e derivati ves as nedlcanentsband 2 March 2007
phar maceuti cal conpositions including them The present
invention relates to the use of derivatives of fornula

(1) NR3 RS X, N R6 H(t) 5 or their

%)?SU ‘Jﬁg%?gﬂl y acceptable salts as Ki nase,dﬂpg?b?%mzﬁn

matter of the invention is the use
am noi ndazol e derivatives of formula (1) and their
pharnaceutlcally acceptable salts in the preparat|on

and treat dlseases g@lch gan reP It fronIan}abnorwa
activity of k|nases—Jggg%—%%——#gélg%aﬁ%Ie, t hose

LYo 40 A GUEATRE s 6 s iy,

~denmentia, corticobasal degeneration, Pick's disease,

strokes, cranial and spinal trﬁunas and peri phera
neur opat hi es, obesity, netabolic diseases, type |

di abet es, “essenti al*hypertensiion, at her oscl eroti ¢
car di ovascul ar di seases; cQﬁﬂlc ovaries syndrone,
syndronme X, i mmunodefiche 3 cancer, the

phar maceuti cal 15 cﬁﬁb03|t|onskponprlsahg t he novel
am noi ndazol e derivatives and their pharnaceutlcally

b d I I
e fRatrrte i g 5}3%58?%%@ SRR TRE Coapt abl e
lts.. In a fir t aspect her e prQV|ded a conpound
fI“ © FRRIRSHIRAtEF Pf i iGReERD e e %{fl tﬁa agmpyldegyle dgmyatives of
ﬁfﬁﬂu(lé-(lgs Qlcﬁtl'}é}flphm@ﬁatc@ﬁt%ﬁ%? |accéi‘>§atb?€ OfE Yd hd p@e@af‘a!tt%}f log

aryl or 0 heteroaryl fuSed to a (1-10C) cycl oal kyl,

' pharera@eu}tmaecorhmsems ydtwiedity Iptevctytcanda:tekwweasa:dalmalm tar Tesult

olyc Ioalk I. | k |, al kyn

PRl ety (FRtes Mo B SRl lost Tpheddn
naﬁbaageae@ﬁw aﬁadsbs/ Aigtidigler’ s Uasdst | RErBEsdys dis@se RiiRoparietal
substituents chosen fronthalogen CN, NOC2, NH2,

drpentiapopyticolysa)) doggneratrclokR disqima Rgokmmnd spmal
%leeréﬁleral %u%lﬁlthies, obesity, metabolic diseases, type I dtabetes,

essential hypertension, atherosclerotic cardiovascular diseases, polycystic ovaries
syndrome, syndrome X, immunodeficiency 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.

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

R3 is a (1-6Calkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONR1R2, CSNR1R2, COORI,
SOzR1, C(=NH)R1 or C(=NH)NRI radical; these radicals optionally being
substituted by 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, OR1,
COOH, C(O)OR1, -O-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR, S(O)R1,
SO2R1, NHSO,R1, SO;NR1R2, C(S)NR1RZ, NHC(S)R1, -0-S0:R1, -50,-0-R1,
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S lﬂds 2: {8

h W%‘?Rﬁ@l %ﬁfﬂ%f,\p@g% | m%éﬁﬁﬁéﬁlgﬂegg substituted

25 SO2R1, NHSO2RI, SO2NR1R2, C(S)NR1R2, NHC(S)R1,

-0 S2RI, -S2-0-R1, 2 March 2007 2 aryl, heter |

het erocycle, fornyl, trifluoromethyl, “Fhreh 2007
trifluoronethylsulfanyl, trifluoronethoxy or

(1-6C)al kyl; R5 and R6 are, independently of one

anot her, chosen fromthe follow ng radicals hal ogen,

CN, NO2, NH2, OH, COOH, C(O , -O-C(OR3, NR3R9,

NHC(O) R8, 5 C(O NR8R9, NHC(S)$8, C(S)NR8R9, SRS,

S(O R8, S02R8, NHSO02R8, SO2NR8R9, -O SO2R8, -SO2-0O R8,

trifluorome uo -60) al kyl ,
(FrECIErREy, %ﬁr‘i’ﬂwie Wf 6%{91@%1%ﬁ%&@a&ﬁhﬂsvlfanyh
thiﬁﬁ&%ﬁz)éhﬁ)lxygp?laké)’éikylhet erocycle, cycloalkyl,

al kenyl , al kyny adanantyl or polycycl oal kyl; these

T L

OfRhihge 60K, NOR NERYOE, OO, OR)OR8NRI-ORD)RIR, NUSHIONRIC(O)RS,

SRR RBSHBLS R BENNTH, SR Gopy S Drky

ar L f 1
t rsl(#le&%m%fe ?ﬁ{)())%i/{s SQLEU RSC%ﬂJdr&ﬁétg?ﬁEMOromethggy (L6Cpalicy,

ar(ii—GI@Ialkwse ﬁryimﬂpbﬁ@éaikﬂyhmromé hateoand( ] -6& )ablydy lmggn?ycle

#ga@%@éﬁsﬁlr Ak R Epe Py BT ponally

s1 % |shb|§mﬁt§d giaqs;@&;cfré @lﬁBshﬁieﬁ@%ﬂoseﬁffrc@inﬁbLféﬂ CN NOs, NH,, OH,

COOH,
(O)QRHOL MMW INK¥OR ]} NHQQEN\%)@(O)TFERIORI 1,
_ ne%ggg%,ﬁsﬁﬂﬂ mﬁ?uﬁ%ﬁoc&@ﬁlﬁ“_ G HRNERITRY0 S0 MR 10R11,
heOeS@ﬂ{l@mS@lu@kRH)s afyl, Bteasaril, fadthyindfluwberihyd triflueromethoxy

d nitrogenous heteroaryl or a thiazolyl or an
|r?|rngla§§ lefyi or an oxazol yI then at | east one of the

5 and R6 ups is an aryl which is optionally
I gk e, daperdsde ot ene R, § hisioeen, (i

NHE(IS)ridle s@fsBridri0Rbden Bith GaloBéON REQ)alBARRLEC)alkoxy, CN, NO,,

IS O ﬁ&&{i&ﬁ@ﬂ@g é@NH@@H@ﬁLf'fiﬂlfoﬁ%%tgﬂumflﬂ%wﬁﬁtk%y:

or. (1-6C)alkyl; to their racenmates, enantioners
AR b RS AE R hand Rid snfosg,a ¢ ST 6HBfbered ring which

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

and, when R3 is a 6-membered nitrogenous heteroaryl or a thiazolyl or an imidazolyl
* or an oxazolyl, then at least one of the RS and R6 groups is an aryl which is
_optionally substituted by 1 or more substituents chosen from halogen, CN, NO», NH;,
OH, OR10, COOH, C(O)OR10, -O—C(O)Rl(), NR10R11, NHC(O)R10,
C(O)NR10R11, NHC(S)R10, C(S)NRIOR11, SR10, S(O)R10, SO,R10, NHSO,R10,
SO;NR10R11, -O-SO,R10, -SO5-0-R 10, aryl, heteroaryl, formyl, triflusromethyl,
trifluoromethoxy or (1-6C)alkyl;

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

tautomers and to their phannaceuti{;ally acceptable salts.

- In a second aspect, there is provided a compound of formula (I) in which:
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compound of forrmula (I) in which: 2 March 2007 %NﬁrgchZOO’!
is a (1-6Qalkyl, aryl, aryl(I-6C) alkyl, heteroaryl,
heteroaryl (1-6C)al kyl, aryl or heteroaryl fused to a
(1-10C) cycloal kyl, heterocycle, heterocycl oal kyl,
cycl oal kyl, adamantyl, polycygl oal kyl, al kenyl,

al kynyl, CONRI R2, CSNRI R2, |, SO2R1 or C(=NH)NR

radi cal; these radicals optionally being substituted

o A AR A O
glﬂ-l%ﬁlr?.aﬂﬂ Jfuesd @ ARIRAC) Sklloalls| O)dﬁrocyiﬁ(lbz Rbt;erd\slbﬁdﬂ]ﬁ}!l cycloalkyl,

i B T ke AL CONK I Ror GREAG . COORL, SOAR1
t 'bk E'(Q@H &%1@&‘1"' tfx&@ﬂidlcélg b dh%n? HFBE gﬁ%sé?t:ittetlfj tﬂ:)ef é of more

6C) a R5 1's an ary tional
0 lsulrmnensmbssamfumnm}ogtmﬁ\h M@g N ma%fg €1, C@OHL\[‘:QQ)ORI -0-

N T oyl o R e LA ek St

SCO,RRQ Lo-R
) go)f o Eﬁotséggr het er ?ﬂwmﬁl@oz O-RurSoaryl,

rnyl
t f@ﬁﬂmaxgmmnpromqthylf rifosmeathidsylfaoy], (dilwopmethpky o1 6-
? uﬁ hal ogen, nethyl, cyclopropyl, CN, OH, nethoxy,
tr| i romst hyI et hyl enyl, acetyl enyl

f | Uor 0 b(&)%ﬁy ﬁmﬁ%t%%g%ﬂ 8t ﬁng?ezs gtﬂlg}c ata ﬁl%(hseh from halogen,

( lﬂ\ﬁ@)@J Nﬂm 0): 4 wmoatbem'lc(m@kw nyj- C(m)m m@mlh
t hemsel ves gpt| onal { bei n (1% Subst i t ut ed or nore

QUhBIRI Ré@e(ﬁ(S)l(JBJ 58 bisgio. SOKG,

(CgQE@@’lfl\clf}?%? Oxgﬁ }%ﬁzjor orre’tlﬁyl’ or I%%:ﬁyllleteroaryl

t forfdyliarifinmoheiy], rifloendtisdy oa(l-6Oyatksd; 5- or
6- menbered ring which may or may not have a

heqs e akiepen, 1867cRprépyQCN: OLOmEMBKY, tHAGEBL@Sy, cthylenyl,
enanti oners or i ast er eoi soners and t hel r mxtures, to

t Aestylenyl gpfloaemectbewy, MO WEp pr PNVe2nedighi cal | y
acceptable salts. 25 In a third aspect, there is
deyRa @, ndepenglouthdolodnefanpthat, a lr(yriyogﬁn, (MHIORyRarylsalkenyl,

6C).al C e
]tkgtrl i or lﬁ%{eﬁo% g’FE‘y‘fMeS(OPUPH%If be¥ng SuI% aﬁte%%)y i br more
subshtuents chosen from halogen, (1-6C)alkyl, (1-6Calkoxy, CN, NO,, NH,, OH,
COOH, COQalkyl, CONH;, formyl, oxo, trifluoromethyl or triﬂuoromethbxy;

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

heteroatom, such as O, S or N;

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

tautomers and to their pharmaceutically acceptable salts.

In a third aspect, there is provided a compound of formula (D) in which:
R3isa(l- 6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl heterocycle heterocycloalkyl, cycloalkyl,

adamantyl, poiycycloalkyl alkenyl, alkynyl, CONRIR?2, CSNR1R2 COORI SO-;RI
or C=NH)NRI radical; these radicals optionally being substltuted by 1 or more
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heteroaryl fused to a (I-10C) cycl oal kyl, heterocycle,
het erocycl oal kyl, cycl oal kyl, adamantyl,

pol ycycl oal kyl, al kenyl, al kynyl, CONRI R2 CSNRIQRE/IarChZOW
COOR1, S2R1 or C(=NH)NR1 radical; these radicals
optionally being substituted by 1 or nore 2 March 2007

4 substituents chosen from hal ogen, CN, NO2, NH2, OR

ORI, COOH, C(OOR1, -0- C(OR4 NRLR2, NHC(ORI,
C(ONRLR2, SRI, S(OR, SQ2RI, NHSQ2RI, S@NRI R2,

C(S)NRI R2, NHC(S)Rl OSOZRI - SO2- ORI %

heubstieanyd chosgrofrpaplhalageo, CNFNQZLMH@I‘@HWRI COOH, C(O)OR1, -O-

oGRS IREE AL QAT Uk KRS RILCBRY, R gipaerr
o T K S N, WIOOESRR, 0 S08-R1G, M%roaryl
NH2, OR OR RO O ORI NICR 1

0)

NHeroylFe, trcfélarwtbsd% t)luqqpme@)vhv oyt iapacrgthaxy or (1-

S@Cg %O) RI 0, SO2R10, NHS02R10, SC2NRI OR11,
%5 -SOZ -O-R10, aryl, heteroaryl, 10 fornyl ,

trgfluag Q t,hox r 6Cla X
i Sﬂ% SRN eréye ﬁﬁ%atlﬁr ﬁut) t?‘)}%ﬁc@grlooﬁy oreé,{le]( n)[s (Jil}l,%%(r%/ t,’rgi% halogen,
t raN, |1 NIOF, OTFES, hJH, ,OFeId‘I!UGﬂ)MI C(OyBreLy LeryIO)R10, NR10R11,
trifluoronmethoxy, NO2, NH2 or NMe2 radical; Rl and R2

Mcﬁwgéﬁeﬂ@hiﬁlﬁf‘dfl HHE EH0 SCONR KR §RAV, S(O)RIO,

I I | I t

{ PSRRI SO R0 sQuRIRIBIIH 0 3PN SOF R4 P! A0 Khteroary)
15‘0Ismb,smﬂhm@n{eshﬁhﬁﬂanrdnmm;Iyadrc(geﬁrﬁ:)alkil- 6C) al kyl ,
(1-6C) al koxy, CN, NO2, NH2, COON, COQal kyl , CO\IHZ

f (F[G'Wla,ha%@ﬁ nhdthyll w@mpﬁym@oﬂ idthasgy ﬁ[fﬁioli’tmwthlebthylenyl

and can_forma_ 5- or 6-npenbered ring which may or
Wt%ﬂylhﬁkf@owmfﬁb@m e Mg dfMeaxstadicals or N to

their racemates, enantiomers, diastereoisonmers and

t idi andR2areriadependenthyaifione momwwémem(dj G(@akkpibiaryl, alkenyl,

ph accept abl e t S t,

AV IE Hhlef ot nRERERET B b b Pog o B bl 0
\/\Igmsdﬁtueﬁarmbmetsom hAloge® MTaOMHSIRYL (paCbalk@@g e:m atibzeNHz, OH,
rredl um a conPound as defined above. In a fifth

i, CORalkyl, i CONHp\foranl, axptgaeenegiy! ppaifluoromethoxy;

preparat| on of the conpound 25 of fornmula (1) as

-d&fliand R2 qantfivan & i5r ot 6-mgmeleared ring which may or may not have a

heteroatom, such as O, S or N;

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

tautomers and to their pharmaceutically acceptable salts.

In a fourth aspect, there is provided the pharmaceutical composition, which

~ comprises, in a pharmaceutically acceptable medium, a compound as defined

- above.

~ In a fifth aspect, there is provided a process for the preparation of the compound

of formula (I) as defined in the first aspect

“and for which R3 is (1-6C)alkyl, aryl(1-6C)alkyl, heteroaryl(l 6C)a1kyl

: heterocycloalkyl, cycloalkyl or polycycloalkyl, these radicals optionally b.emg |
~ substituted b_y 1 or more substituents chosen from halogen, CN, NO,, NH,, OH, ORI,
+ COOH, C(O)ORI, -0-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1,




and for which R3 is (1-6C) al kyl, aryl (1-6C)al kyl,
het eroaryl (1-6C)al kyl, heterocycl oal kyl, cycl oain
or pol ycycl oal kyl these radical s opti onal | y bei
substituted by 1 or nore sébstituents chosen from
hal ogen, CN, NO2, NH2, OR OR1l, COON, C(O ORI,
-0-C(OR, NRIR2, NHC(OR, C(ONRIR2, SRI, S(OR1, 2
March 2007 4a SO2R1, NHSO2R1, SO2NR1R2, C(S)NRI R2,
NHC(S)R, -O SO2R1, -S02-O-Rl1l, aryl, heteroaryl,
fornyl, trifluoronethyl, trifluoronethylsulfanyl,
t rS@deoMiﬁﬂjRixﬁodﬂle (BQhS)bIRHRD NIHC(R)RHHG S@zFac €50,-0-R1,
ne., anot

I nd p%}%%%!l{ﬁomgo géfllﬂﬂrom tlﬁﬂ, ﬁ@ﬂt?%dr ogl(}efpsulfanyl trifluoromethoxy or
he(uamaalkyl and REARERY fc, ARfebQRRhIY oPSh@&oﬁ}éPSJ H)Id%g%ﬂ (1-

or nore substituents chosen’ from hal oge

( ﬁ@@i)kal R, alkenyb @) kinlybsmhetanaryhN@gmselitds opman@wﬂ,g substituted

| ky trifluoro
CoPr epareTRaer i bR RS GRbo B Gacaslpyy, o, NO,
V\,ﬁ‘ﬁig (B3, COOH, JOo@atkyl, dONIA sy afi bt aMN o trfffu@fﬁmethoxy,
dlun1tr|aceto§yboroh dride_in dichloromethane, and

| 159% A YAVt (I3 whegst R3 il fom grelpeivatists oA RIGTO and
' t
1 % ERE AR BEORREL D FBibiani et e BB atpned i

COBTOMN codlertdl Bl phafrhdcedficAlB ddagstable shlpe f.i rst
:aspect and for which R3 is CONRl and Rl and R2 are,

depen ent | f one anpt her rogen, . '
n 86} Xéﬁ |§§,1?60¥ éﬁ?fF 18 BTQY&?C‘)F@I a préPFRVrfg}/ q‘t?rpgrﬁléatr%‘i‘%?gftlhe compound
bstituted by 1 or nore
o Z"?‘?‘%‘*&%ﬁ?%@“ﬁﬁﬂidn“%%%ﬁa’%g %één (1-6C) al kyl, (1-
- 6C) aldor whicdBNR3 NQONRHR? aGHR 1GEAHR2 mldlspﬁndem\lﬁ?one another, a

f [, tri t.hyl trifl th f
Bl 19k BB Y el oF ewarily hime v tosally
Hpejd3 shﬁhft@@i Praf G sﬁwltﬁ%‘?s a{o%gﬁ’ OIHI(@ @é%@%liyé’ (1-

: Optl onal | converte ar maceu I ca
S él&)alk@xu;, £&d\ﬁ@nﬂ*ﬂiﬁﬂiﬁdﬂ00€h f‘(ﬂi}alkylp CONHe gbrtdjnig trifluoromethyl
S or .t he t onpoun 0
1 OF o hgeY. g RORIIR i o 5 derividiveel Fotl @y where R3 is
. »wmeeﬁ mﬁnm dnstoRict ioratndavid bpaG %/an@e@ealtgxl

al ken al kynyl or heteroaryl, thensel ves
: amwtyc Elaﬂ‘g?pmttalit uted by 1 or nore
: subst ituents chosen from hal ogen, (1-6C)alkyl,

(In 6 Gp@nkloApectMerbliZprotdd thiHprocedr thedepytion of the
CONH2, fornyl, trifluoromethyl or trifluoronethoxy,.
f pgmpgund of tormula (1) as defined in'the first aspect

and for which R3 is SO;R1 and R1 is a hydrogen, (1-6C)alkyl, aryl, alkenyl,
alkynyl or-”het'eroaryl, themselves optionally being substituted by 1 or more
substituents chosen frpm halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO2, NH,, OH,

ch 2007

- ) COOH, COOalkyl, CONH,, formyl, trifluoromethy! or trifluoromethoxy, froma

sulfonyl chloride R1 SO;CIl and from a derivative of formula (I) where R3 is H and
dichloromethane in the presence of a base, and the compound obtained is optionally

converted to a pharmaceutically acceptable salt.

In an eighth aspect there is pr0v1ded as an mtermedlate product

3-amino- 5—pheny1 -6-chloro-1- [(2~tr1methylsﬂylethoxy)methyl]mdazole




sul fonyl chloride RI SO2CI and from a derivative of
formula (1) where R3 is H and  di chl oronet hane
presence of a base, and the conpound obt ai ned |§ﬁﬁ%ﬁ%20@7
optionally converted to a pharnaceutlcally accept abl e
salt. In an eighth aspect4hthere is provided, as an

i ntermedi ate product,

3- am no- 5- phenyl -6-chloro-1-[ (2-trimet hyl silyl et hoxy) m
et hyl]i ndazole . 2 March 2007 4b In one enbodi nment,
there are provided derivatives of formula (1) in

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

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

" fused to ,a (1- 1CI3 cycloalkyl hetero cle,
hét e%@rybp@ar%ﬁ CIEES Bm@q dergagmépmula (I) in which:

DRt 1Ol 2Py A Hesirogh Roforezsdl pathallaylgaryl or

ORtieRAA1If¥sclfb A1 JHOFEIAUVAIRA, B¥tedo
substlﬁteﬁis chgsen ?r%n1 ha ogeﬁ C%N I&B&&nﬁﬁ?mxhﬁydoﬂkYL

ORlam@O-pol g @y, alk @ (<], (ENRIR2NBOCH) IRSO:R1,

SF%IQ‘E I%br ﬁ&l&%ﬁk@ ﬁd&%ﬁe Iam_l%g @1%3113 %:mg ngé,tltuted by 1lor

hetoes gafsyiuantsfcﬁémlfxont ha[bgemr@nratrbleHz, OH, OR1, COOH, C(O)ORI,
trlfluoroneth | uor onet

(1 e”eepmw > MO, ORI RoNRR S8 SGRISNHSQRI,
PRekiRa R REFRONBIC A RD-B0Ek R2SBLOR Y, arg hetpioayl,

afchm,yI ati ﬂemmh‘],eth}da,l thjlngfdonmth)hﬁtlﬁmga It[yﬂluorbﬂnelﬂmejr ved —6C)alkyl
optionally being substituted by 1 or nore 5
substituents chosen from hal ogen, (1-6C)alkyl,

- (1-6C) al koxy, CN, N2, NH2, OH  COOCH, CCEaIkyI,

CONH2, fornyl, trifluoronmethyl or trifluoronethoxy; to-
their isoners, to their mxtures, to their racemates,
enanti omers, diastereoisoners or tautoners, and to
their pharmaceutically acceptable salts. In the
precedi ng definitions and those which follow, the
(1-6C) alkyl radicals 10 conprise 1 to 6 carbon atons
in a straight- or branched-chain; the al kenyl radicals
conprise 2 to 6 carbon atons and one to 3 conjugated

or nonconj ugat ed doubl e bonds
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in a straight- or branched-chain; the al kynyl radicals

conprise 2 to 6 carbon atons and one to 3 conquﬁﬁ&%ﬁ2007

or nonconjugated triple bonds in a straight- or
branched- chain; the aryl radicals are chosen from
phenyl, naphthyl or indenyl; the heteroaryl 15

radi cals conprise 3 to 10 ring nenbers, optionally
conprising one or nore heteroatons chosen from
oxygen, sulfur and nitrogen, ih particular, thiazolyl,

thienyl pyrrolyl, pyridinyl, furyl, imdazolyl,

Eyme yrazinyl, tetrazolyl, oxadi azolyl,
?@ i soxadi azol yl, isothiadi azol yl

hla i soxazolyl, triazolyl, pyrazolyl or
ﬁ%%sﬁﬁ &F%@ hal ogen radical is either chlorine,
|od|ne fluorine or 20 brom ne; the oncicIoa Kk

r &t 206 B2 e eindepsadenthyof ing dapdat gy dengemdt16Qakyh aryh alkenyl,

e T g
ctsubﬂmua‘ntmhoismdmm Ihalogsmc(ﬂﬁﬁ@iaihyl (1- ﬁﬁberhhmyyCN, IN(ZZ B4, OH,

RO EPDRRL Ol canev et B SMELRIR e

Chen@dds, frb RN EREs, tSthlefr#hcceifatddl &ﬁamsﬁeﬁn@xaﬁt@&b@a@l@h or
in partlcular 25 plper|d|nyl nnrphollnyf

pyautenei; andito their rhameadentienlly, acesptablosaltsi ny| |

|soth|azoI|d|nyI t hi azol i di nyl, |soxazoI|d|nyI,

oiaﬁwl p'rdciedgdg, deﬁhibbnazmdwglﬂose whi!::hifd]ilmy,l the QP@C}Jdt{yuﬁdi@als
rro

d 2-
SopRPRET | oRGrboa ReRE i s Shmant of b oty e aleny! radicals
e)ébinghge DRES MArb&PABMA aUHIBRE td ?c&@ﬁﬁé@oﬁﬂﬂc&ﬂﬁga&d double bonds

~therefore exist in the formof isSoners, of racéenmates,

ofin @ Erighto Aebrenched-chring thedillgapbradisialsomatsise fie 6lcatboaatoms
al ﬁgoﬁﬁ{ogo@wgg%'\% I'xllSnJ: X,Hé}lttéodatpgg Sonqg) 11} g‘&rag%hrp ()J(r Bihfchied-

c @l‘mﬁuﬁhd arybtadiclgart ahcﬁde)l fiim plsayh Qﬁplﬂtﬁylrtg mdbntyh ghe heteroaryl
i nvention, of the follow ng conpoupds: N-(bicyclo
[ $adycafs qqnapsise 3 ta 1 0 sing merRbsFs.) PG O | Y OBIDSLSPgeAtig  oF npore

1 C%F%?dgﬁ I\él(ogéﬁsf? nox E/%ciln[ ts)%itﬁi/rl a)nd n1tr en n parncuiar thiazolyl, thienyl,
Hpiydlyk, @yedinglyifumy ], Smidazolyl, oxazolyl, pyrazmyl tetrazolyl oxadiazolyl,

o WA e BB Bk T el P, wineaty,

HplRglag Pdr iddolgRtiehalogen radical is either chlonne iodine, fluorine or
6- chl or o- N-(cyclopentylnethyl)-5-ph | -1
Hbroaeghe golgmqﬁ@lkyl radlcals are chosen from adamantyl, qumuchdmyl

BB Robentah Tt R o Rk R Dol et go 2 -

H1 00y azcdd 113 ard dh@sen from indanyl, isochromanyl, chromany}, 1,2,3,4-
tetrahydroisoguinolyl or 1,2,3,4-tetrahydroquinolyl; the heterocycle radicals comprise
1 to 2 heteroatoms chosen from oxygen, sulfur or nitrogen and represent in particular
piperidinyl, morpholinyl, pyrrolidinyl, imidazolidinyl, pyrazolidinyl, isothiazolidinyl,
thiazolidinyl, isoxazolidinyl, oxazolidinyl, piperazinyl, azetidinyl, 2-piperidone, 3~

piperidone, 4-piperidone, 2—-pyrr01idone or 3-pyrrolidone. -

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

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

 diastereoisomers; the latter also form part of the invention, as do their mixtures.
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6-chl or o- N- (cycl ohexyl net hyl ) - 5- phenyl -1 Hi ndaz

ine 6-chloro-Npropyl-5-phenyl -1 Hindazol - %1}43 rch 2007
6-chloro-N-(2, 2,3, 3, 4,4, 4-hept af | uor obutyl ) - 5 phenyl - |

H i ndazol - 3-am ne hydrate
6-chloro-N-(4,4,4-trifluorobutygl)-5-phenyl -

H i ndazol -3 -am ne

6- chl oro- N-[ (4- et hoxyphenyl ) net hyl ] - 5- phenyl -

H MBS Oha '\f'b@ﬂ@aﬂ@ a%ﬁ)n the compounds of formula é T) of use accordlng to the
6- chl or o- (phenyl nmet yI ) - 5-'phenyl -1 Hi ndazol -3 am ne

6-iowendion, of th¢ folloyanpetmepopiniistet hyl | - 5- pheny! -
H i ndazol - 3-am ne N[ (4-chl orophenyl) net hyl ]

- BN ¢bicpelof252. piheplyd-en-L2-nethgt Bz Lk Bro-Bphavgl- 1 H-indazol-3-amine
6-chl oro-N-[ (3 -net hoxyphenyl ) nethyl] -5-phenyl- |
H-6-clelazmoN=(3;3aditehy] it s ghen ¥ [H-indazol-3-amine
[4-(trifluoromethoxy)phenyl]nethyl]-5 -phenyl - I
H-6-Bigl 80N - (3-@%;&9@9?1\} %li’en I- 18-i6dz0r- Rumigheny| -

e

H i ndazol - 3-yl ] am no ] phenyl ] acet am de

6- &E‘IIIQFOQN é&%ﬁgﬂh&ﬁlﬁ?—ﬁﬂ&ﬁl’ hOREN B -amipbeny | -

H-| ndazol -

O EIBLON T RIS AN -4 bl IIHH&IE%M LRfieny! ] met hy!
HchII‘” Ot Lt A ORBAMY! BN bRz A e
GGy phar &%IW%@%I&I&IPE&%IMIW” 5-pheny! -

q(2233 4,4, 4- hept af Luor obut yl ) - 6- chl or o- 5- phenyl -
H-G-¢ideEpgN- (g;z(‘éqahepfglmethyl) S-phenyl-1H-indazol-3-amine

6- chl or o- 5- phenyl - Hﬁ; 5- bi s(trl fl uoronmet hyl ) phenyl ] m
etthehlproiN1aromddzphengl- Hsindazol-3-amine

6- chl oro-5-phenyl -N-[[ 3-(tri fl uoronet hyl) phenyl ] met hyl

] -Giclibiond&23|3, 34 Am-leptafluorobutyl)-5-phenyl-1H-indazol-3-amine hydrate
6- chl oro- N- [ ( 6- met hoxy- 2- napht hyl ) net hyl ] - 5- phenyl -
H-6-ctdanal (34 aftrifiofobutyl)-5-phenyl-1H-indazol-3-amine

6- chl oro- N-[ (pent af | uor ophenyl ) net hyl ] - 5- phenyl -1 H i nd

aZBDJ:hl&'o@m[(l'ﬁmethoxyphen?fl)meth 1]-5-phenyl-1H-indazol-3-amine
6-chl oro- N [ [ 4- (et hyl t hi o{phenyl met hyl ] - 5- phenyl - |

H-d_0086 N\ fhédfldhyl)-5-phenyl-1H-indazol-3-amin
N- [ (4-chl or o- 3-f | uor ophenyl ) met hyl ] - chI or o- 5- phenyl -

o CRaES ; ?-‘rﬁ’ T
6- cE@or 02" glrI“IeﬂR/ﬂ](%"’i‘lﬁf"e%y P iffindgzol-3-amine
N %I'éézm”h“fﬁéw%mswya-iﬁww B SRS pher

I -I.Hind I

KI 9Iﬂ<11'°qﬁ@ﬁ%ﬂgwr&wﬁ%fmﬂ}ylbfmlbﬁdvhsmﬂﬁéirwdamlﬁ Rl
ol - 3-am ne

6 -Gl ochlor-&-phenytdEhndarmlroy peing Itk Inpepylcpkav -

| Hind | - 3-

Nbfdall&oaéﬁﬂﬁ dﬁ?@gf@evﬂmmyu3&mm~uﬁm®zph@ﬂmme1

H i ndazol - 3- am ne
6-chloro-5-phenyl-N-[[4-(trifluoromethy])phenyl jmethyl]-1 H-indazol-3-amine

6-chlor0-N-[(4-ﬂu0ropheny1)methyl]-5-phenyl~1H»indazoi~3 -amine

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

1- (phenyl net hyl) - 1H i m dazol - 2-yl ] methyl ] - 1H-i n
Y-l APERt 007

6-chloro-N-[[1-nmet hyl -1 Hi m dazol - 2-yl ] met hyl ] - 5- pheny
| -1 Hindazol -3-am ne

6-chloro-N-[ (1-nethyl -l H i ndol 73-yl) net hyl ] - 5- phenyl -1
H i ndazol - 3-am ne 6-chl oro-N

[ (5-nethyl -2-fur anyl ) met hyl ] - 5- phenyl -

H-Nelas08 4 3; @mpﬁﬁluoﬁ)’tﬁlﬁﬂpﬁiéhﬁ)r@hWhyll-\l'f(i—lndazol 3-amine

H pyrrol - 2- yl methyl)-1 H i ndazol - 3-am ne 20

Soqlagei;ocg ?2&&3@&%3&%&%&@&%&*&%%@1& idddzh 0 8mine
6 W%ﬁ??héﬁ%ny[ﬁ&%d g@@feﬁgnéﬂeﬁ@]@ Jndgzol-3-amine

o RaET 34?11‘1%@%%%5 PR iR 3e ne

H@}‘ %%ﬂ&%‘ﬁ@{%ﬁe ITY%%W@L?TP%(EQYV-HW%?I-3 -ggine

it oﬁgf%ﬁ?@y ﬂﬂp)[ppglwg,yu §-phenyl-1H-indazol-3-amine

H-im dazol -4-yl ] nmeth H- i ndazol - 3- am ne
6 NeoandomRe - figoiophesty Y)me@pmewmprczsmhpmym ndery)i3-arsingh

enyl -1 Hindazol - 3-am ne
6-Cettlanoes-Bhatyb (3,8 {uiflucrepiopy)-1 H-indazol-3-amine
H pyrrol - 2-yl ) net hyl ] - 1Hi ndazol - 3- am ne

4-q-Enl it BphdnybNo¢bthisng hiydthyl)- 1 H-indazol-3-amine
H i ndazol - 3-yl ] am no] met hyl | - 2-furanyl] 5

beﬂ(ﬁﬁﬁﬁmfmﬂﬁﬁpt@exﬁ2%h@m?})5& - §6ray3 -phery8 1 H-indazol-3-amine

thienylmethyl)-1 Hindazo am ne

601, 0 R NG B ey [)-d- 1 80E9 Y hend -1 H-indazol-3-
Hi mdazoﬁhﬁ IW e thyl]-1 Hl%d%n;{o Smaarrzlone ang??}yl

£ ol oalIe-On ’?e o) PhosTImethyll:s phenyl. | Heindaggl-3-amine
6N ﬁ?% 3%0%% yﬁﬁhhﬁ’ﬁ)s Fhlora s ohenyd indaga 5 HBRS | - 2-

f OSneh %%L#{/ﬁ |nda ﬂﬂﬁli éﬁ-la}lﬁ%"}'éfmﬁﬂ?ﬂ]'IH'mdaZOl'3'

Hahﬁ@bazol 3-am ne
6- chl oro- N-[ 2- (4- nor phol i nyl ) et hyl ] - 5- phenyl -

Hol G N -ﬁi@ih?ﬁll—ll\i'hﬁ@az@flt ﬁf[ |RietnyP2S! leny’* 1H- 1ndazol 3-amine

H i ndazol - , 5-di chl'oro enyl Urea 15

N- ( 1 @k | ( u
6 éimf%@ (1\2 [@h@ gﬁgﬁ lﬂa(ﬁ-% ﬂiyﬂé{ﬁm% ey Hliaa PRSIt
6 crfﬁjcgz (?5 1¥1|e1?hyi\5 ﬁglpan%T%etgelt] rgypﬁeny]e PH-indazol-3-amine
6-chloro-5-phenyl-N-(1H-pyrrol-2-ylmethyl)-1H-indazol-3-amine
6-chloro-5-phenyl-N-[(1H-imidazol-2-y])methyl]-1H-indazol-3-amine
6-chloro-5-phenyl-N-[(1 H-imidazol-4-yl)methyl]-1H-indazol-3-amine
6-chloro-5-phenyl-N-(1H-pyrazol-3-ylmethyl)-1H-indazol-3-amine

6-chloro-N-{| 2-methyl- 1H-imidazol-4-ylJmethyl] -S-phenyxl- 1H-indazol-3-amine

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

3-amine
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(6-chl oro-5-phenyl -1

i ndazol -3-yl)-N -(4-penoxyphenyl ) urea
(6-chl oro-5-phenyl -1 Hindazol -3
)-N -[(4-nmet hoxyphenyl ) nmet hyl ] urea
(6-chl oro-5-phenyl -1

i ndazol -3-yl)-N -[4-(trifluogonet hyl)phenyl]urea 20
(6-chl oro- 5- phenyI-IFLindazoI-S-yI)-N - (4- met hoxyphe
| yurea N-(6-chloro-5-phenyl -

6- Bl 8708 -pBenill N- lquliﬁﬁiddﬁ(ﬁ&l 1Jmethyl}-1H-indazol-3-amine
N- ( 6- chl oPo phgﬂ%ﬁyﬂ H i ndazol - %] yl 3’} - propyl urea

N- -
H-fli ﬁlggfzgo]ﬁ[[? ?/T )Emﬁlr%i(l%,r&é)h% gl;r(a)% tmzlgj ~5- e%lenyl 1H-indazol-3-amine

N-gf?ﬂﬁ}ly %’ hﬁ?rﬁuor g)f%en })}l) i ggﬁgﬁ? Iyl)i%ethyl] 1H-indazol-3-amine
e R e

Nﬂeﬁz@ﬁhﬂf@mﬁnd&lenw

2 March 2007

2ZFFL7IZ

;

‘Hindazol -3-yl)-N - (4 nmet hyl phenyl ) ur ea

N-d-Eh1680L- 5 %@N@%ﬁemhn‘f&hﬂ‘j@?ﬁnd&o‘l Xﬁl-a]m.l

- 4- et hyl - benzenesulfonam e [ 6-chl oro 5- phenyl -

N-d[ Qﬂélﬁ) Pﬁ’engy %??ﬁ@rﬁﬁﬁ‘ﬁ Ilﬂi'aﬁfﬂlgﬁyl]methyl] 1H—1ndazol-3-am1ne
VIR ol it AR ﬁﬁ"vr‘ﬂ]mﬁthé’”ﬂ by LE-

t hmigsolef poabbdgate N- [ 6- chl or o- 5- phenyl -

H i ndazol - 3-yl ] - 2-t hi ophenesul f onam de

Nd—@ﬂ&ﬂ%'—ﬁpl‘i’a@l Nﬂgm[h (t%lﬂ'ﬂbf(ﬂl‘i’éﬁﬁbph%n I-b- furanyl]met 1]- 1H—1ndazol~
benzenesul f onam [ 6-chl oro='5- phenyl - 1" H i ndazol
y-qming- (trifl uor onet hyI ) benzenesul fonam de

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

Ho6-chdaei -pBenyl-N-B- (1 ipaabiay iyl )-1 H-ihddzophangsal| f onam d
e 10

Nﬂ-ﬁﬂ@bLNﬂ@*(&Mﬁidﬂnyl)bﬂlﬂ}ﬁaﬁlfényﬁl Mlihd#of-3-uniimbenzenes
ul fonam de N-[6-chl oro-5-phenyl -

HN-
s g s

b@n BRIBRS-Sanesu1 ipﬁaago@%.ﬁ}}*&\{ 2 iR Aymepneny | -

H i ndazol 3-yl]-1-neth - sul fonam de
-
SHEEEE TR PR tpiatetd
gh - 3- m no sul fon

R e R A L il

H- h nesul
R q\.?’ el ibﬂﬁéﬁi—ﬁﬁf ST .

H-i ndazol - 3-

Nk phena g ndwrobgnd il GrighesapesiyDphensJurea

H-i ndazol - 3-am ne

6 NcAf-eltloros>-pherAl Hnindazop- 357 s N-64-methoplespbibmger ) - 1

H-i ndazol - 3- am ne
N-(6-chloro-5-phenyl-1H-indazol-3-yl)-N'-cyclohexylurea
N-(6-chloro-5-phenyl-1H-indazol-3-y1)-N'-propylurea
N-(6-chloro-5-phenyl-1H-indazol-3-y1)-N'-(4-chlorophenyl jurea
N—(ﬁ-chloro-ﬁ—phenyl-1H-indazol-3-yl)-N'-(4-ﬂuoropheny1)urea

N-[6-chloro-5-phenyl-1 H-i_ndazol—3—yl]-N'—(tricyclo [3.3.1.1*"]dec-1-yl)urea
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6-chl or o- 5- phenyl -N- (2,4, 6-tifl uorophenyl)-1Hi ol -
3-am ne 6-chloro-N-(4-fluorophenyl)-5-phenyl - rhdﬁzarclhzom
H i ndazol -3-anmine 6-chloro-N[3
-(trifluoronethyl)phenyl] -5- phenyl 1 Hindazol -3

-am ne

6-chloro-N-[4-(trifl uororrethyl)phenyl] 5- phenyl - |

H i ndazol-3 -amine 6-chloro-N [3

- IS htofo- § tphihy 1 UG-GidaEd13- }@Médrdeﬂ@lﬂ{eﬁwmea
H-i ndazol -3-anine 2 March 2007 10

6- NWG-@HI@T&B%&WIH@HH@M@-Y@ 4%&5y1|-be]=126nesulfonam1de
H i ndazol -3-anm'ne 6-chl oro-N

o G STRRRY phe %ﬁﬁﬁxy%ﬁenmﬁg@%nﬁﬂw@
-Eg glﬁlgkqé-é)ﬁ&nygel% %(n)gp 0e1n3y¥1 2E})rcp>]%anﬁ§}}lfoilam1de
o ER BT e B e ipderok T i A fhgpnes fonamid

6 yl- | H.indazo
é}iﬁwﬁ-éﬁ logp- éwl%@mys lkf{ngaﬁ}ﬁ ﬂﬁ’wggiﬂyopher}sﬁlémamﬁ
H i ndazol -3-am ne their isoners, their mxtures, their
r Dborahlero-S-shemtli1Shindazoldrvihearenssd fmemideor
tautomers, and their pharmaceutically acceptable
sa¥ {@;-,chlm)-éﬂphermbflél-pdazdlf3uj'13r|4+(;riﬂumeorhcih}flabtinnglesulfonanﬁde
conpounds:  N-butyl - 6-chl or o- 5- phenyl -
HN-pétalzloto-3-phenybd H-Bidafol GRy 1643 Esqxlamiy]l)-thhlophenesulfonamlde

H i ndazol - 3-yl ani no) t hi ophene-2-carbonitrile

( N-[h o Sphhsmi - ihdbkdlﬂdﬁ}ﬂlﬂtﬁprobenzenesulfonamlde
-yl) (pyridin-2-yl)am ne (6-Chloro-5-phenyl -

HNJgiamefa -8 uéﬂyif;Hﬂ1nuaamst§11}iur}n&h&1y)o@meﬂssuii%nmde
(6 | or o- 5- pheny -1 H i ndazol - ) (6- net hoxypyrl din-2

AHEEER-S f?fm BB, Fff‘@“%en%?lg%?%%fsn de eyl -
‘%H&é e T T S
SRt 96‘1?‘8‘?‘%11%’15‘;5'&%0113#1 ks -4n.n§t.h,ns§w:ea%ﬁrm@pawide

I Rl PRt phan i el o e '%‘ﬁ&x@%ﬁy cetpmide
6- Chl or 0- 5- phenyl -1 H- i ndazol ) - 3-isopropyl urea
S\t -f- éﬂp@r%plserpfﬂré m@a%%dhﬂam@lgmzemm% apyds
1- (6-Chl oro-5- |- I Hindazol-3-yl)-3 -(3
QDN gy b | Findazol-Samine

6-chloro-N-(3,4-difluorophenyl)-5-phenyl-1H-indazol-3-amine

6—ch10r0—5—phenyl-N-(2,3,5,6-tetraﬂuprophenyl)-1H-indazol-3-amine
6-chloro-5-phenyl-N-(2,4,6-trifluorophenyl)-1H-indazol-3-amine
6-chloro-N-(4-fluorophenyl)-5-phenyl-1H-indazol-3-amine
6-chloro-N-{3-(trifluoromethyl)phenyl]-5-phenyl-1H-indazol-3-amine
6-chloro-N-{4-(trifluoromethyl)phenyl}-5-phenyl-1H-indazol-3-amine

6-chloro-N- [_3 ~fluoro-5-(trifluoromethy!)phenyl}-5-phenyl-1H-indazol-3-amine




- 1-(6-Chl or o- 5- phenyl -1 Hindazol -3
-yl)-3-(2-(thiophen-2-yl)ethyl)urea 2 March 2007,,,11
1- (1, 3- Benzodi oxol -5-yl)-3-(6- chloro 5- phenyl - +%¥%ﬁ§£m”
oI-3 yl )urea 1-(6-Chloro-5-phenyl -

H i ndazol - 3-yl )-3-(3, 5- d|nethyllsoxazol-4-yl)urea
1- Benzyl - 3- (6-chl or o- 5- phenyl 4§ H i ndazol - 3-yl )urea
1-(6-Ch|oro-5-pheny|-1FLindazol-3-y|)-3-(phenethy|)thi
ourea 5 1-(6-Chl oro-5-phenyl -
H-§- 1 N - (311ydraph%n{r1§&5( et T hma@nﬂraaamnrel
-yl )propyl]Jurea 1 -(6-Chloro-5-phenyl-1 Hindazol-3

- sl
e e

_1#22 RS ?&P{%’%ﬁéﬁf? + Bﬁﬁ%ﬂbﬂo %?E%Fﬁl'ﬁﬁ%‘g d
(PRSP hOS PR eind
5 (6-'%?r°retg15eqlgg?’é’yh“ﬁ%‘g$%gg rzﬁlﬁl‘éﬂ?sl yll) (Izl?lr ggg‘zgl agl SI ) ur ea

| orQ- 5- i ndazal carbam c acid
beﬁq%proggt(é-,p%gmyl) -5-p enyI—lH—mdazoh—)amme
(6- Chl or o- 5- phenyl| -1 Hi ndazol - gl)carban1c acid allyl
esﬁ-@ﬂoroaé(mndmb Sophenyl-1Hiindazgb3-amige y| ) car bami ¢
acid isobutyl ester 15 Piperidine-I|-carboxylic acid
( BhahisomersSthetramytures] theliriraatamtds; alangibmam' diestereoisomers or

Gl 'dﬁbé‘ls phrpBR AR P GRE Ry 1 P

dazol (3-ch] oropr opy )urea
H nwrﬁp?lltla%l@éy ﬁlepfﬁ%wgfompovnds

H-|ndazol 3-y 3-(3- |n1dazo|-|-y|)propy|)urea
1N @p‘)yﬂ’})enﬂ- rdezerHaminghenyl - 1° H i ndazol - 3

10 4

- )urea 20
1 3(@-@hibmr Dpbemitd hiyindazeli3ndemiio)Biophyne32fcarbpditlpyr i di n
_ yl )i m dazol -1-yl)- butyl]urea
1-(6-63-}@Tb€5r-pheﬁybhHFiydiazﬂsz-iyh)@@zinllin-B—y)V)ajrﬁ& (2-(pyrrolidin
-l -yl)ethyl)urea 2,5-D methylpyrrolidine-I-carboxylic
agb-aCh]dro Shplnt- SHahGY1-3-YH( 3-Aapotidid-24 amiaei de 25
N- ( 6- Chl or o- 5- phenyl - | H i ndazol - 3-yl ) acet am di ne 2
15 Mg T8 phehdl-1H-indazol-3-y1)(6-methoxypyridin-2-yl)amine
‘N-(6-Chloro-5-phenyl-1H-indazol-3-yl)-N'-phenylurea
1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-(4-cthoxyphenyl)urea
1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-(3,4-dichlorophenylyurea
'3-[3-(6-Chloro-5-phenyl-1H-indazol-3-yl)ureido|propionic acid methyl ester
.20 1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-(4-(dimethylamino)phenyljurca
1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-isopropylurea
1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-cyclohexylurea
1-(6-Chloro-5-phenyl-1H—inda'zol-3-y1)-3-(3-(triﬂuoromet];iyl)phenyl)urea

1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-(2-(thiophen-2-yl)ethylurea -
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N- (6- Chl or o- 5- phenyl -
H i ndazol - 3-yl ) - 6- net hoxypyr azi ne- 2- car boxam di %MarchZO()?

‘N (6-Chl oro-5-phenyl -1 Hindazol - 3-yl ) benzam di

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

H i ndazol - 3- yI ) pyri di ne- 2- car boxam di ne

N- (6- chl or o- 5- phenyl -1 Hi ndazgls- 3-yl ) - 3- met hoxybenzene
sul fonam de 5 their isoners, the|r m xtures, their
racemat es, enantioners, diastereoisoners or tautoners_

anfi_(f Qﬁehz&ﬂé’{dm@ﬁ}‘ﬁ 1(6¢ %hio)‘o-@%%ﬂg}laﬁi fadaBdilsyIRirss! osed

herein are phar nmeiceut’i cal COfT'pOSI tirons conpri si ng as

acf ﬁ %h@& 'SQ:FH %let%%sdqg@ 3‘]’ /G 3V sofiléﬁrey )?ig&@é 1} %}ﬁr’ea
het gzgylrl" I'C6f °eT8 5?@1%%(1}1{1? llk%//g %%%Klyl o hetlgr ocycl e,

aI Kk
§é§§i’os%1 ?iylax%«i}ﬂ é?lbgn@v Rirea cswR e,
C_& »—(Il)4 radi cal ; these
r a&(%%r@ﬁmhsaﬂrﬂirms’@zﬂg?-ﬂé bt tm%tbﬂpwra@%kmﬁm@ylluwa
substituents chosen from CN, NO2, NH2, OH, COOH,
(b @hhloro-G-pheny FIH-indaretss yIM3eP e(l)lmdazqt(laﬂmmé)vrgm
S(ORlL, SO2RI, 15 NHSO2R1, SO2NR1R2, C(S)NR1R2,
NI—[-Z(&BﬁRIb,ro-—SQ)hEﬁ}ﬂHIH—indS&ﬁ-B@IRB;(Zdryylthyeihgt)meaar yI ,
het erocycle, fornyl, trifluoromethyl,
tri -fd-@hfo@dirétﬂhﬁhﬁhﬂl H-atikol-3-¥ 3£ [3LdanstkIbipesazin:1-yl)propyljurea
(1-6Qalkyl; R5 and R6 are, independently of one
'l@?,frftﬁifdmecflea‘érﬁax fcQdt (BRhiRb50HeRA- 11RGhdRb1S3-yhahigen,
CN N02 NH2 O—|)HCOOSH O)anﬂ, ﬂOC(O)R8 KI

ygl ) NRSI3R 3 RBaci R8RS SRS

_S( )R8 soERs NHSO2 RS, NRSR9, - O SO2R8, - SO2- O RS,

f 0 y Tjgg hoxy, (1-6C)alkyl,
(1- Gd‘é;ig{okygh arly ﬁthfdoi‘? aI kyI het er oaryl ,
he ar 0 c IkyI
al(&grﬁ\@fmyg'&h 91@ é%%’ i ;5 g’l"’%‘boﬁl% %L\?S@I t hese
r adi bst|t by 1 or rore
sﬁﬁéﬁlﬁmﬁ% ﬂiﬁe%dazpi-%nsﬁwi sl e, "o 25
ORI O OR10, RlO NRI ORI 1, NHC(O) R10,
q(@%@mimhenmm&clsslﬁfb% dic RIICHRId 1sokytyysten ) R10,
S02RI O, NHSO2RI O, SO02NRI ORI 1 O S2R10, -S2- 0O R10,
arBiperidiag-drcarogylic 4eid (yehlorord-phang-dHengazol-3-yDamide
trifluoromethoxy or (1-6C)alkyl; 2 March 2007 13
1-(3-(Azetidin-1 -yl)propyl)-3—(6—chloro-5-phenyl— 1H-indazol-3-yl)urea
1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-(3-chloropropyl)urea
1-(6,7-Difluoro-5-phenyl-1H-indazol-3-y1)-3-(3-(imidazol-1-y])propylurea
1-(3-Aminopropyl)-3-(6-chloro-5-phenyl-1H-indazol-3-yl)urea
‘1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-[4-(4~(pyridin-3-yl)imidazol-1-yl)-
butyl]urea
1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-(2-(pyrrolidin-1-yl)ethyDurea
2,5-Dimethylpyrrolidine-1-carboxylic acid (6-ch10ro-5-phe;nyl-1H-inda.zol-3 -yl)-

amide

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




Rl, R2, R8, RO, RIO and RI | are, independently of one

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

al kynyl , heteroaryl, thenselves optionally bein March 2007
substituted by 1 or nore substituents chosen from

hal ogen, (1-6C)al kyl, (1-6C)al koxy, CN, NO2, NH2, OH,
COOH, COQal kyl, CONH2i fornyl, trifluoronethyl,
trifluoromethoxy, 5 Rl and Rx-pr R8 and RO or RI O and

Rl I can forma 5- or 6-nenbered ring which may or

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

MECRRrb S - ;"}heﬁ )gaaz%g Bl g}ﬂfeggﬁggﬂ%ﬁﬁég -a(!aﬁog%ﬁlg?ne

thlazolyl or a o yl azo

| | which i
DERPLRRR ;ﬂh&éiﬁﬁﬁ@%@%ﬁm Bl oh el Y e

é?&s%alfr%m hal %@%‘%iﬂdwf@%@@mm COCH,

I | 0, )NRI I 1, SRIO, S(O) R10,
&&iﬁo%mwgw 3ymethex diopranesuilfogapids. RI.O
. heteroaryl, fornyl, trifluoronethyl,
tﬂi*‘ilﬁ‘ ﬂS%ﬁ@n@?ﬁ@%yt%?s thelrgageanates, enangomies fiagtareeamess, or

i ré@. d%hafpﬂarﬂéaaftgg Iﬁgﬁg&bmg g heir mxtures, to

tautoners an armaceutically

g 'ﬁ@&?@stea%ema% gp%mﬁs&%kleagcgmgﬁsﬁwas R

mpositions cC g,

. gﬁﬁtxp&t a\denoitnfeafﬂfuhmiél()) ihrvivibti:ch: R3 is a
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1-6C al kyl, "aryl, aryl (1-6C) al kyl, heteroaryl,
lRatI@ %E')z(lllyﬁﬁé@'ak)}{t] 1-6@Ja¥ityl q[eterbﬁ&p h@t@fo\é}ylfll"@@ﬁlﬁﬂ Ayl or

- cycl oal et erocy cle, heterocyc oal

GerBENIEged to a0l ABGNEYHIgAINS bty iio énleteydcycl@lalkefhwcloalkyi

43% o p S o R e T oVREE R o R 7

: 552)2]11 o®(=m<m)m @ UHSNH)NE fadidadIBese radicalhadR@eny b&he

%@'}g\?y &?W%w%m S&Os)@;lo%m '§%§N82, i R-,R(I)%’ COOH,
gg?#,ﬁig%to é?gﬁﬂ;l’ .25 f or éqwkcl)x%@)fﬁ%l Uor ?’rgéq(ﬁlﬁ%lsozm
NHIPadg S@ENR}]{RQAE(ISaNRII RZI NHIG(&)RIQ RE{I(BRY, @OZQ(D-RI aryl,

Rt @etfuiai ot e oot Gamona eyt n.
RO O Ri6- SO NRIORET, NHo( 9 %oo’ A9 R 1 sma
RELARG aré, 1ﬁ@épgﬂd6%99%f one another, chosen from the following radicals
‘hatogen, CN, NO2, NHz, OH, COOH, C(O)ORS, -O-C(O)R8, NR8R9, NHC(O)RS,
C(O)NRSRY, NHC(S)RS, C(S)NR8R9, SR8, S(O)R8, SO,R8, NHSO,RS,
SO2NRER9Y, -0-SO,R8, -SO,-0-R8, trifluoromethyl, trifluoromethoxy, (1-6C)alkyl,
(1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle,
cycloalkyl, alkenyl, alkynyl, adamantyl or 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(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11,

NHC(S)R190, C(S)NRIORII SR10, S(O)R10, SO,R10, NH‘SOzRIO SO,NRI10R11,
-0-S0O,R10, -SOg—O-RIO aryl, heteroaryl formyl, tnﬂuoromethyl mﬂuoromethoxy

-or (1~ 6C)aIkyl




- 14 SO02R10, NHSO02R10, SO2NRIORI |, -0 SO2R10,
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-S2-0C R0, aryl, heteroaryl, fornyl,

trifluoromethyl, trifluoronethoxy or (1-6C) al kylz,lvfﬂg:hzo07
is a hal ogen, nethyl, cyclopropyl, CN, OH, nethoxy,
trifluoronmethyl, ethylenyl, acetylenyl,

trifluoronethoxy, NO2, NH2 or NMe2 radical; 5 Rl, R2

"are, independently of one another, a hydrogen,

(1-60 al kyl, aryl, alkenyl, kynyl or heteroaryl,
t hensel ves optionally belng substituted by I or nore

S SN e

GONiRy 1, hidA, 'Menyp)éﬂgnw 'hfeie%ﬂnﬁl%ﬁ%élvé’sr optlonally being substituted
trlfluororret 0X can forma 5-

@yrleqmmre@ubﬂtwg%nmﬂf@hemﬁynmalmy @eﬁr]C)haayé (h—6Cj_:ﬂkoxy, CN, NO;,
WAEERRRCH R BBl S o
Kcingnd et €A o SpRabiaodd ek B Bscopharmibudsineayhion

$hdyl 1R Pa GO REE Raltn, sagh AEOI YorNp! inciple, a

derivative of formula (I) |n WhIC 5R3is a
I : :
%é{ti g%egrfky%’i(s f_@ﬁbégnbﬁg?/erdyﬂlgargr xloa ggg??}ﬁ?{«%ﬁd or an 1m1dazolyl

ot ad OQzolyy.cheahtdgdst ohebéthedy?cdnel ng:toaps)xsmlaoﬂlddyth is

SHRyRI Ve f BT e SR ol ot S ReY g N

tm:hcmio dd@ﬁectamf@ﬁd SOoBtHRN8| Nm@@mg\rﬁ@{@hmut ed

% more substituents chosen from’hal 0gen,

CN,
INREER 1 IONHGRUR | G5 NBA R ORISR IB0SCORIOCH R4 1 ONREERO:R 10,

SRS AR Sﬁg&-&fﬁ%ﬁ botEgRE: oD fTigpomethyl,

aiffhoromethexpar gi-6Caflonyryl , trifluoronet hyl,
trifluoronethyl sul fanyl, tri fl uor omet hoxy or

(oltelekalekiles, edddtibmert d%hﬁéﬁ’érem%nér?} afk] BRIrGhixNBes, &PthBE

and R2 are, |ndeﬁendently of one another, a hydrogen,
(3111‘8([5)1’&?%%0 their pharmgcresigally acegpraplgdaltsr het er oar yi
t hemsel ves optionally being substituted by 1 or nore

- Dibslvsadhentin achplamateeinah aPBpeHtioESICOBMTATIRE|as active

&qg@)’le, %P?V? Pf%&'}% ‘h‘f%"‘&r Ctordi_lfl Sﬁlmglhoxy; to

i{ ex:'s zr1(12168?arllqu, a?rgggryl(lﬁqalkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a.(1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONRI1R2, CSNR1R2, COOR], SO;R1
or C(=NH)NRI radical; these radicals optionally being substituted by 1 or more
substituents chosen from halogen, CN, NO,, NH;, OH, OR1, COOH, C{(O)OR1, -O-
C(O)R1, NR1R2, NHC(O)R1, C(O)NRIR2, SR1, S(O)Rl-, SO;R1, NHSG;R1,
SONRIR2, C(S)NRIRZ, NHC(S)RI, -O-SO,R1, -SO3-0-R1, aryl, heteroaryl,
formyl, oxo, frifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-
6C)alkyl; | ‘

RS5 is an aryl optionally substituted by 1 or more substituents chosen from halogen,

. CN, NO,, NH,, OH, OR10, COOH, C(O)OR10, -0-C(O)R10, NR10R11,

NHC(O)R10, C(O)NR10R11, NHC(S)R10, C(SNRIOR11, SR10, S(O)RI0,




10

15

20

25

15 isoners, to their mxtures, to their racemates
enanti oners, diastereoi soners or tautoners, S}e)&f)archZOO’?
their pharmaceutically acceptable salts. D scl o

"herein is the use, as nedi canents, of the

am noi ndazol e derivatives of the formula (I) in
which: 5 R3is a (1-6Calkyl, aryl, aryl(1-6C) al kyl,
het eroaryl, heteroaryl (1-6C) ql kyl, aryl or heteroaryl
fused to a (1-10C) cycl oal kyl, heterocycl e,

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

BELAH SRR . B 2O o SR g S B,

faehiye,atifuopiieting) tiylub®imghoxg gl icyiied; by 1 or nore
substituents chosen fromCN, NO2, NH2, CH OR, COCH,

R i m@l dRpro , ONHGL(E) trﬁ%@}({% , ethylenyl

SR, S(O f@ ity RL éM&gNRle TS

RECYIS) R trlﬂl@@nﬁmxya NEop N&Iz Rir NMe3y IradICEHet er oar yI

het erocycle, fornyl, trifluoronethyl,

i RE aoy, ontepbndestly bﬁmyd anotharjdhyﬁnogme(hé&)aikm aryl alkenyl,
are,

i ETE b t@%%@%ﬂf%ﬁi%ﬁﬁﬁégﬁ%& i & 198 Rore
St e s iR S0 R 59 o

(PNg@menY @@Nmﬂmommys«z)ztm‘luoromethoxy,
-802 O R8, trifluoronethyl, trifluoronethoxy,

R1-8CR2 dayllerm 6 5- ﬁ@aidnd)cyé;d By Whichnydy( dr-16G) adtibple a
lglet er%aryl ¢h é % yI (1-6C)al kyl, heterocycle,
E1o8 S ey eAJf > al kynyl , adamantyl or
Eﬁl ycycl oal kyl ; these rgdl cal s optionally 20 being
e FicsPstespyrapligmersor diasierraionirentnd LR SUKTEGSo i their

hﬁt&%@&ﬂ(g&th harhlldgeutgéh aggbgble , C(ORG
“OCORQO NRORL, KHQO R0, (O NRIORLI,

R i B g

: bﬁhﬁpl&lmdenvﬁt@&d'@fﬂ forftlaf (Nui@reiek-hy! , trifl uor omet hoxy
or (1-6Qal kyl; 25 Rl, R2, R8, R9, ROand R | are,

Rﬁdepelndeymm zﬁﬁd @ﬁ@(l%’(@)ﬁlk@f[,,heﬁhréﬁtﬁlr ﬁaefbar)(lal 6C)alkyl, aryl or
6C) a 3{ aryl, al kenyl, al kynyl eter
h%wé fissd ghe (bheE) sycknsikg, @&%@%ﬁ% @é@rocwyloﬁlka} chglpakyl,

ARG SRS STIShOBE DN RS QARIN, SO

CORE)R I ar GfAINHINR F tadinbistshyddicdls oftionaty beinh @ul)s:unﬁed by 1or
N 29 9nts chosen from halogen, CN,, NO,, NH,, OH, OR1, COOH, C(O)OR1,
-0-C(O)R1, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1, SO,R1, NHSO,R1,
SO,NRIR2, C(S)NR1R2, NHC(S)R1, -O-SO,R 1, -S0,-O-R1, ary, heteroaryl,

formyl, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-6C)alkyl;
RS is a phenyl;
R6 is a chlorine;

R1 and R2 are, independently of one another, a hydrogen, (1-6C)alkyl, aryl, alkenyl,
alkynyl or heteroaryl, themselves optionally being substituted by 1 or more
substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NH,, OH,
COOH, COQalkyl, CONH,, formyl, trifluoromethyl or triflucromethoxy; to their
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16 Rl and R2 or R8 and RO or RROand RL | can forma
5- or 6-nenbered ring which nmay or may not hav

het eroatom such as 0, S or N, and, when R3 is ?I@Iarchzom
6- menbered ni trogenous heteroaryl or a thiazolyl or an

i mdazolyl or an oxazolyl, then at |east one of the

R5 and R6 groups is an aryl which is 5 optionally
substituted by |I or nore subsj,ituents chosen from

hal ogen, CN, NO2, NH2, OH, O COOH, C(OORIO
-0-C(ORO NRIORI I, NHC(OR10, C(O NRIOR11,

PRI G T A R G T -

hedtemeas Xhd toftRéifpharmbabddcbly aeRplkle salts.r i f 1 uor omet hoxy
or (1-6Calkyl; 10 to their racemates, enantionmers or

| ?%igf‘lto%cﬂ?é.réi?lg? Ehga %E,dast &@%i‘&aﬁﬁieﬁfs%?ﬁle nbifi§hZole %?r(ievatives of

oners” an el'r pharnmaceutically accepta

I8¢ fEmuld @F iroedithherein i s the use, as nedi cament, of
t he am noi ndazol e derivatives of formula (1) in

vt he (1RE)ukkyh afyL-6 @) bskydlicylahsteroayl yefcro &E) B6KYAlky], aryl or

REtE0aa] Pred 02 RRD b dRaetoaol KpStumtdigeyicioglion
f&ah%&&?l}: "ﬁ)b%ﬂf&%&ll{gﬂcﬂl&%&ﬂ! ?ll(tmyl, eoN 2 CSNRIR2, COORI,

pol ycycl oal kyl , kenyl, ynyl, CONRI R2, CSNRI R2
SOoRI1, CEMRIR | or CERERNINRIradiealj thabe ratlivels eptiomillydieing

BB b 1 2% iite SRRhEHICED s rom L TRES N OH. QR COOE,
QRO)ORDOD-CEOM ORIR 1 RO NIECOR 1, BRI RANHIIOBRDIR 1, SO,RI,

O) NR1IR2, SRl S&% R, SO2R1, NHSO2R1, 20 SO’NR1R2,
g@mwozméa@ S INFAREDRIC(SIRE o SRR 1,580p-O-R1, aryl,

r 0 '
FEIARE Ko e B oS R syt
édladdoyletholS or 61-a&d)adleyt] optional ly substituted by 1 or
nore substituents chosen from hal ogen, CN, NO2, NH2,

@S, arfd® are Godbhen@édd)yFTfae anbihief, GhRle frddRtHb I dwingFadicals
NHC( O Rl O, Céo NRIORI 1, N S) R10, S)) NR1IOR11, SR10
SeloeradN. N2 RTH:, (HisEORTH C(SRPRI cRIAOIRSHNEBRH ATHC(OIRS,

R oS, LR RO b RO 0B RO

ISE), AR 90 @430, 8} 1), O-RA; krdfbuarpynlethyCittifl@dpmetbhpxy;6C)alkyl,
B SR b ARSI s, bl
cycloalkyl, alkenyl, alkynyl, adamantyl or polycycloalkyl; these radicals optionally
being substituted by 1 or more substituents chosen from halogen, CN, NOz,‘NHz, OH,
‘OR10, COOH, C{QYOR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NRIOR11,
NHC(S)RIO; C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11,
-0-SO,R 10, -S0O,-0-R10, aryl, heteroéryl, formyl, trifluoromethyl, trifluoromethoxy
or (1-6Calkyl;

R1,R2,R8, RS, R10 and R11 are, independently of one another, 2 hydrogen, (1-
6C)alkyl, aryl, alkenyl, alkynyl, heteroaryl, themselves optionally being substituted

| by-1 or more substituents chosen from halogeh, (1-6C)alkyl, (1-6Calkoxy, CN, NO,,

NH,, OH, COOH, COOQalkyl, CONH,, formyl, trifluoromethyl, triffuoromethoxy;
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2 March 2007 17 R, R2 are, independently of one

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

al kynyl or heteroaryl, thenselves opti onal | y bel%w%l arch 2007
substituted by 1 or nore substituents chosen from

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

COOH, COQal kyl, CONH2, fornyl, oxo, trifluoronethyl or
trifluoronmethoxy; 5 Rl and R% can forma 5- or

6- menbered ring which may or ﬁ'ay not have a

het eroatom such as 0O, Sor N, to their racenates,

T G BT ) BOTRT h ahefvn

a&g&n&a@ Iﬁ)tﬁéwlfet §het@0§1@)hp§@@h hapes o Ns the use, as

medi canent, of the am noi ndazol e derivatives of 10

T80 N 1t ?s al H‘m\éﬂﬂb@ﬂéd nﬁ?oéeﬁo@s l(éer@gf)y%rkayﬂhtazéfyl’br an imidazolyl
aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6Cyal kyl

ar yh ogrzolhaher ddcgst onﬁm@éﬁe RS aad RO-4rom)s isy@hwém}qh is

S Gy B b R Al S bien RSO H el p BRI NG . N,
WF@RMS(C—@MIRD(@OIQ(W Nbb@ﬂ@;Rwdmmm 11; Nes;e(omdm cals

tionall substi t ut ed
OARRI R T, SRR I R IR SR e ST Br s (NRRL. S@@mdsiﬂsozmo

TGRS GThe50 OB o MR ) ot
@B NEMERox N1 RAlkyl;O- SO2R1, -SO2- O-R1, aryl,
heteroaryl, fornyl, trifluoronethyl, '

it tﬁehﬂiﬁé&f@éshéﬂaﬁﬁbﬁl&@)ﬂr dldsfarédlwe@mtdtﬁw nfdktures, to their
(1-60) al k R5|saphen¥ is a chlorine; R
éﬁuorﬂzrsaﬂ%to fhpig ehertesitiop Ibﬂcwﬁ@bm{tﬁer a hydrogen,
(1-6Q al kyl, aryl, alkenyl, alkynyl or heteroaryl

. qjl@érﬁﬁd\&ﬁﬁelﬁ% th@%b | 4% rﬁé‘dlﬂﬁnéﬂtbéf ihe lahﬁﬂmhﬁazl)l@ﬂexﬁlﬁtﬁes of
. substituents chosen from hal ogen, (1-6C)alkyl,

- famBG3 &) ko xshichCN, I\m NH2, OH, COOH, CQCal kyl,

L M AL SR etk b SFRETEERIY, 5 o

q@&%ﬁlefﬁsed%@ ﬁ@tﬂ@@‘ﬁéﬁﬂaﬂkﬁsﬁe@éﬁ@y&@ 'ﬁ@ifeﬁ)c%loalkyi c?rcloalkyl
t aut oner s, t

eir pharnaceut i cal C
stdmngntyfm@ly@bémablath bl G ONRI 2. TR B GPRAGSORI
F F{ﬁl\el H i ({Hgsquc% galg érﬁvln onall? mg%lgs\ﬁ eci l}@ I1|09 fnore

rogen 1 on=i’s op
Bﬁﬁ&ti@%@cbhmdnffr@n halogen, CN, NO,, NH,, OH, ORI, COOH C(O)ORI -O-

C(O)R1, NRIR2, NHC(O)R1, C(O)NRI1R2, SR1, S(O)R1, SO,R1, NHSO,R1,
SO,NRIR2, C(S)NRIR2, NHC(S)R1, -O-SO,R1, -S0,-0-R1, aryl, heteroaryl,

formyl, oxo, trifluoromethyl, trifluoromethylsulfanyl, trifluoromethoxy or (1-

6C)alkyl;

"RSisan aryl optionally substituted by 1 or more substituents chosen from halogen, -

CN, NO, NH,, OH, OR10, COOH, C(O)OR10, -O-C(O)R10, NRIORI11,
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, —SOZ-O-RI 0, aryl, heteroaryl,
formyl, trifluoromethyl, trifluoromethoxy or (1-6C)a1ky1;

. Réisa halogen, methyl, cyclopropyl, CN, OH, methoxy, trifluoromethyl, ethylenyl,

'acetylenyl,--tl_iﬂuoromethoxy, NO,, NH; or NMe2 radical;
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group Pr. Pr is a trinmethylsilylethoxynmethyl, tosyl,

mesyl or benzyl radical or the 2 March 2007 18 %@3007
known for the protection of the NH groups of ar f
heterocycles as indicated in T.W G eene, Protective
Goups in Organic Synthesis, J. Wley- Interscience
Publication (1999) ::t2 N Pr (V) 5 The 3-am no

1H i ndazol es of formula (I1) can be obtained by

reaction of a 2- fluorobenzoritrile with hydr azi ne
hydrate or hydrochloride at reflux for 2 to 18 hours

). e ieepensagh of Bhopgory B roie i OE DU g st
St ek P, Sy OB g S e e B 1 mape
Eubstifueits| chodam fitre hebgpou (e )allyl, (hb ClrliRByatitl, RE:,aNél,, OH,

(B R CaNBE v gSh fipagem! ek m e
Sl sn TRy oS TSy R R DG o REnoTd 38

Netfdin, sablt hRBR.or ND- SO2R8, - SQ2- O RS,

trifluoromethyl, trifluoronethoxy, (1-6C)alkyl,

, | £1- - r , .
TR ES RS st F SR E Ton s BEE ARl e
&dgoraers ywhd td thes phamdiceatically apdcpaibhd dajts.bei ng
substituted by 1 or nore substituents chosen from

| B@C?fs%? Betsin iohs By Q%ﬁi@%"ﬁ?g]"q ’tlézg%%ﬂxg%%@&ivaﬁves of

RS @16 whcB) NRI OR11, SR10, S(O R0, SC2RIO,
NHSO2R10, SCOPNRIORI 1, -O SCRRI0, - SC2- O-RL0, aryl,
Ratie p 6 kb halictlontr aryif i 6E)aliof dretaromeyl, beteroaryl(1-6C)alkyl, aryl or

heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONRI1R2, COORI, SO,R1,

‘C(=NH)R1 or C(=NH)NRI1 radical; these radicals optionally being substituted by 1 or

more substituents chosen from halogen, CN, NO,, NH,, OH, OR1, COOH, C(O)OR1,
-0-C(O)R1, NR1R2, NHC(O)R1, C(O)NRIR2, SRI, S(O)R1, SO,R1, NHSO;R1,
SO;NRI1R2, C(S)NRIRZ, NHC(S)R1, -0-SO;R1, -80O,-0-R1, aryl, heteroaryl,
formyl, trifluoromethyl, trifluoromethylsulfanyl, triflucromethoxy or l(l -6C)alkyl;

R5 is a phenyl;

R6 is a chlorine;

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

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

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

- isomers, to their mixtures, {o their racemates, enantiomers, diastereoisomers or

- tautomers, and to their pharmaceutically acceptable salts.

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

group Pr. Pr 1s a trimcthylsilylethoxymethyl, tosyl, mesyl or benzyl radical or the
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20 trifluoronethoxy or (1-6C)al kyl; can be obtained by
reactions involving the chem stry of palladium

Suzuki (A. Suzuki, Pure Appl. Chem, 63, 419-22 2March2007
(1991); sStille (J. Stille, Angew. Chem, Int. Ed.,

25, 508-24 (1986)), Heck (R F. Heck, Org. React., 2

March 2007 19 27, 345-90 (1982 ), Sonogashira, (K
Sonogashira, Synthesis, 777 (1977)), Buckwald (S. L.
Buckwal d, Ace. Chem Re., 31, 805 (1998)), fromthe
C%rélq%pmrﬂ Jor R Qﬂﬁél:ﬁbﬁdofdﬁlél NHt o ?s o%oe[roﬁlﬁﬂlcﬁ hefefocycles as

I'S necessar to protect the reactive tunctional

grisdipated T d, Wi Hareeps, Batectise hoMpairid Nrganioy Synthesial J. Wiley-
gﬁg& KﬁMégwgﬁmﬁgggﬁgbﬁd before carrying out the

coup e pro e groups are introduced
accordlng to any method known to a erson skilled in

the art and in particul g sCl2i bed by T. W
Greene, Protective groupS<ATQ.gani c Synthesis, J.
W ey-Interscience Publicat (199R). It is

preferable to protect the

afl in the 1-position
wi th groups such as tert-outoxycar? nyl or 10 silicon
derivatives. The choice will prefefably be made of a
tert-butyldinethylsilyl or @hiisopropyIS|lyl silyl

group which can be rennved by “fl uori de anions or with

?@ﬁe?‘ﬁ?\%g‘% | ﬁi B’g rt I‘Jgf’ijléﬁé) C%F\aféeh ohtgjpe by, Feggg% of a 2-

b}ﬂdoﬁfHeﬁﬂiﬂiﬁ‘ﬂ@Wifﬁ ?'Eﬁ‘zfnle hQaratCoratydicthldide b refRik B f 18 hours
such as tetrahydrofuran or dioxane (J. P. Wiitten, J

Qiigan ahiehel of Sthanals 1-pigd peBeonilingiip Sualienbach, Bioorg. Med.

r.al 0 t 5 (1986)) or by 2N
%%}o Eg%rggéﬁ i%¥962(1 anol - or ethanol at refl ux.

' The derivatives protected in the |-position with H

t rgret hyl si ICW et hoxymet hpH, i gH,00bt ai ned by rgacting NH,
the s ('hg conmpound with trlnethyIS|Ierth

chl or i n the presence—of——soti-umhydri de WN
sdtéienty” sUEh as di na¢dingl retwmathate|, batanolanbi gy

p

Iz

tenperature (J. P. Witten, J. Og. Chem, 51, 1891
(1986); M P. Edwards, 20 Tetrahedron, 42, 3723
(1986)). LiWewi se, the 1-NH nitrogen functional gr qup
of the indazole will be protected by groups such as

STy |coﬂ96u1¥cﬁtfbﬁ/ﬁﬁnch lrSEMIRS 4. rlﬁééﬁ%h@erﬁlry JERRY bnotE@r chosen from
exa in the case where it would be desired t
nt];»ll@m

nggadishisniey dipgen, pdogeadt-DeNQy, HHdéPHy@ONb C(0)0R8
e Ao Aokt M R SRR
bS[@)/RE(, BO5RE8| NHBIO,RB, 30:NR8RY, -O-SO,R8, -S0,-0-R8, trifluoromethyl,
trifluoromethoxy, (1-6C)al_kyl, (1-6C)alkoxy, aryl, aryl{1-6C)alkyl, heteroaryl,
heteroaryl(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, NR10R1t, NHC(O)R10,
C(O)NRI10R11, NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO,R10,
SO,NRI0R11, -O-SO;R10, -SO,-0-R10, aryl, heteroaryl, formyl, trifluoromethyl,
trifluoremethoxy or (1-6C)alkyl; can be obtained by reactions involving the chemistry
of palladium: Suzuki (A. Suzuki, Pure Appl. Chem., 63, 419-22 (1991); Stille (J. J
Stille, Angew. Chem., Int. Ed., 25, 508-24 (1986)), Heck (R. F. Heck, Org. React,,




H_R3 NR3HNR3 R5. I \ NPr-GR5 \ Ncoupling with
Pd RS Nx HNaH, DMV X NR6 / N Pr Pr 2 March %gg? 12007
20 Deprotection is carried out according to mnet ¢
known to a person skilled in the art and described by
T.W G eene, Protective Goups in Organic Synthesis,

J. Wley- Interscience Publicagg on (1999). For

exanple, if the protective group in the 1l-position is

a trinethylsilylethoxymethyl, it can be deprotected by

I 3G 8400 W 980))DSbrffohenal K .BoH0paUiTh f Syt de7 (19 Buckwald
bel ow HNWRS ))N e Bu4N THFg refl u}ljkﬂ{ ﬁs( mym e

déﬁrlotBélékW@lﬁ £Rec- I@hﬁm BesBleRDS (). drmmn e OPHéSHQBdT@B R6
%@gnétgdlﬁ’%r ﬁ},én the coupling using the chem stry of
pa se

Fum | conprl ses a reactive functi onal

. h
o8 P R SRR vt Rt el BrouS ulba . sHL
5 tQ?@OHE@l@NHJﬁU&@IﬁP srotfs POtHeHreBEERy | bélﬁreoééhyl ut the
coupling with palladium Thus, for exanple, phenol

f @AEplingn Ahe groreivoRidupy arejinEodsad serording wemmmtb@d b@wn toa
I
DB B e 05, . ot
prgeémtm Orgmic Syiﬂﬂl@isn.ﬁcw flee iterdsibyce PﬂHll@lonl'ﬂm ik Iﬁaferable
P hB(OH)i. deprotections N, N coupling up Ilng
\ teyprotect the nitrogen in the I-position with groups such as ter butoxycarbonyl or
10  silicon derivatives. The choice will preferably be made of a ters-butyldimethylsilyl or
triisopropylsilyl silyl group which can be removed by fluoride anions or with acetic
acid and more particularly a trimethylsilylethoxymethyl group which can be cleaved
by tetrabutylammonium fluoride at reflux'in solvents such as tetrahydrofuran or
- dioxane (J. P. Whitten, J. Org. Chem., 51, 1891 (1986); B. H. Lipshutz, Tetrahedron

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

The derivatives protected in the 1-position with trimethylsilylethoxymethyl are

obtained by reacting the starting compound with trimethylsilylethoxymethyl chloride

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

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

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

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

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

halogenated in the 6-position, it will be necessary to protect the nitrogen in the 1-
25  position as shown below (X = Cl, Bror I):

R5 R5
N Pr-Ci A\ N coupling with Pd \/N
N R6 N

NaH, DMF X"

R5

~,

bt
I= /z -

\Pr . Pr




“ Bul I .

Cl Id Pr HO Pr 15 The benzyl group will subsequently

be renoved, for exanple by treatnent with

trimethylsilyl iodide at reflux in acetonitrile.zMarCh2007
Protection can also be carried out by a
trimethylsilylethoxynmethyl group which can be cl eaved

by tetrabutyl ammonium fluoridg at reflux in solvents

such as tetrahydrofuran or dioxane. (J. P. Witten, J.

20 Org. Chem, 51, 1891 (1986); B. H Lipshutz,
T%ﬁﬁ@@éﬁ&ﬁs 'e@ﬁri‘éd outi2ardi @ﬁéth&fs k?ﬂéwn%é\' ¥A6R %g@d IrGthe art

aci i n met hanol or ethano rch
2 JandilecriRBd bnd . Wo Cageang, l?mteemmasnmsyl GfgameS)@aiwsheI Wiley-

" MaRiiraBh Poticaet BSBoy, Fof pRinlale, i HEPIFRRE B R the'1-position

b rie Biithab@gisilplotok{@bthyl, eaf bk ﬂ@ﬁt@fﬂzcteﬂ by I?@acimn SHith

3- p05|t|ons eing appropriately protected.
Prigfrauippmmopfunt gmrégewﬁbo‘anbﬁlpwm hyl si | yl et hoxynet hyl

and Pr' represents an n 5 butyl carbonyl group which
forns, vvi tin-tfe ni trogen, an n-butyl am dedN st age
of depgotécting thaudm THF defuxcar ri ed-~Qut.{i n the
prese oFNet hanol am_ne_at _rafl ux fne\:N week in

i¥l eavage Cafbplesfinbe Cagd+ed ouki’ Wi t h
stannousc loride in ethanol (RJ aiffil, 3. chem
Soc. Perkpn |, 1992, 1811-1819) or el se sodi um
nethoxide in methanol (Y. Furukawa, Chem Pharm

8,16, 1076) or any other alkoxide in 10 the
correspon Mgg al cohol. HN Pr' HN Pr NH2 Br N coupling
li )z ~N depr ot ecti ons ~NGI cI NDCN Pr Pr Pr (IV)

&Pep#né‘geagglof gﬁrg%pg \fO qogp(jgg%stnégh ﬂ:&d:gﬁlglstry of

| 0 kiiaﬁhdiﬁﬁ R¥IFCORABHARM redctivE FurlRtibhA T o@'ﬂslﬂzﬁ 2k Wy 8Fox91) ﬁimne thiol

group of the 3-am noindazole in a fhe conventl onal
r smeeidon gensiralihinglufleshéteneatony itde plso seashsags fo pretect the latter

10 alb@’or@

15

20

deFi Vatgﬁ&pﬂg 11%179 ua)TIBlg @Cﬂﬂlf@ 8“1‘!"‘1{1118 c?rreg){gn%ie a phenol

functional group will be introduced in the protected form (O-benzyl, for example)
from the chlorinated derivative, the nitrogen in the 1-position being protected as

explained previously:

HN—R3
HN-R3

D\
PhCH,OPhB(OH), O N, deprotections O N,N
A )
,N coupling h{’ e O H
ci N Pr HO
Pr ©/\ (o]

The benzy! 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
fluoride at reflux in solvents such as tetrahydrofuran or dioxane. (J. P. Whitten, J.
Org. Chem., 51, 1891 (1986); B. H Lipshutz, Tetrahedron Leit., 4095 (1986)) or by -

2N hydrochloric acid in methanol or ethanol at reflux.
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sul fonati on, conversion to ureas or carbamates,

arylation (Castro reaction or Buchwald reactio a

the like. The reduction am no of derivatives ofrBMarcﬂ%OO'i

derivative general forrmula (1) where R3 is H when Pr

is trimethylsilylethoxynethyl can be carried out using

boron derivatives, 20 such ag4sodi um

tri acet oxyborohydride, in dichloromethane in the

presence of an al dehyde of type R CHO under the

cowﬂeﬁ R9QRd RESEL, 'I*Pcﬁg Adenfl SRBALanBRRE LAnCSl an @l haloged the aryl
14 (E. Baxter, 1A eelt?%} or by the o%ﬁgranre Scolgﬁg Ay

ag‘TBncEtmnekgmumisymn&hdedl ﬁonr@dphm with pedaditro t¢ @ brominated

T AR g
P Obr¥feYelbol 0 P lféﬁresehﬁ %&ﬁnfeﬂﬂlsﬂ%le%o%?m@ﬂﬁ'l SEPP Yeﬂ?@deﬁ@ an n-

substituted by 1 nor e "substituentsS chosen from
hatugdemborgligrourchiciNfezms ovith thRitrgoaHin Ghaymyide. The stage of

| S%%Qcﬁl%{%%ﬂ%g&%%%oq a %echggsggcle%ethaﬁ%faml i) zZt reflux for one

- -week-m DMF -TFhis clezvalyd E@Ihalg@ﬂgcarﬁé’d Nhl%ﬁ) RdnnouSOcHORRLn ethanol
aryl, heter oary trifluoronethyl,

t r(RfJ| @%ff@lsrét@}ﬂné lﬂopal%ﬁ}km t }99f2L b%lrlo}ﬂelt% gx§lsggodium methoxide in

O Y PSS PR, 394 O Syt

OGhRdoregporiingaleshiodd out in particular in

tetrahydrofuran and according to the 5 exanples

descri bed jpp Conprehepsjve Orgam-c Functio

Tg%nsf or At i ONggon,Voll. @ tzky, Meth-
o for mom;rr@duc ' e [

a e, [ nd@perndenté of~-gne anot her,

(1-6C) al kyl, aryl, al kenyl apkynyl or heteroaryl, b

t hensel ves opti onal | y being substituted by 1 orggmore

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

( lflﬁ(a)ﬁffpg&ﬁé 10f %\ﬂ%l Athe sgﬂmglﬂnm Hhecf%!ré‘tiﬂn’ of a great
ornyl, trifl uoromet hyl or” trifl uoronet hoxy.

Smaﬁ@tﬂfaufpmlswtsfobmmad\)mrﬁa@wn@fﬂwenav afmmenﬁulnatlc(rla) group of the

o B rgRcafH Ao pliof] dihor 3Bk Suktipnd B, soch as:

( ialkylaiohl £yiladion, te@Etidnd Mithaiidasl dekvalvéSollowed by reduction,
triethylam ne, or aromatic am nes, such as pyridine)

i FubonGEORACORTFISINAITO YEsay eR¢arbamaies, alé'latmdcés@mﬁsﬁ@on or

di {!Fi% m t he products 15 where R3 is
é&h&ﬁﬂg@ Hgm&ﬂlfd@%gen (1-6C) al kyl, aryl,
allbenyductieh kmind ofalerivatives of derivative 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 R1CHO under the conditions described in Organic Reactions, Vol.
59, 1-714 (E.Baxter, A.Reitz), or by the other reducing agents commonly used to
reduce imines, to form products where R3 is (1-6C)alkyl, aryl(1-6C)alkyl,
heteroaryl(1-6C)alkyl, heterocycloalkyl, cycloalkyl or polycycloalkyl, these radicals |
optionally being substituted by 1 or more substituents chosen from halogen, CN,
NO,, NH,, OH, OR1, COOH, C(O)OR1, -O-C(O)R1, NR1R2, NHC(O)R1,
C(O)NR]RZ, SR1, S(O)R1, SO;R1, NHSO2R1, SO;NRIR2, C(S)NR1R2,




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, codiarch2007
COCal kyl, CONH2, fornyl, trifluoromethyl or
trifluoronmethoxy. The conpound IV where Pr is

trimethyl silylethoxymethyl is23 am no-5-phenyl-6- 20
chloro-I-[(2-trinmethylsilylethoxy)nethyl]indazol e and

is obtained in the followng way: 3

- ACHOPS R 1P horwyd, R 6 - S0, @5-®1 1, heteroaryl, formyl, trifluoromethyl,
[(ZEth)litrret hyl 32| I yI etzhoxy brgt hyl(]ﬂ) a|r}r(1dazoP(e 1.63 crrByof

et tiluotomatindsuaiaayl ﬁéluozomh@yo:r dCaalkylum c ar bonat e

2 [ CoffiHioh wth AeSyal e Rk BISING (1F8E Ha%s H ywih isoevanates of

d &ypé@(ﬂkﬂspédnbﬁd:ah%ﬂ@uﬂﬁlfﬂaﬁﬂicularﬁn ?eﬁraﬁﬂ@oﬁfran and according to the
di net hyl f ormam de _and the m xture is ated at_refl ux

S f oixagyesseqeibed eCoppichensiverfdugpuimiuactionat erup ranpiergations,
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dry e

b OEP TR, LEHCOM, ISR tg M BRIEN: Wil RERTONRIR2

phaslR | andskparcaindepehyeriytdfionagnethet, adgdrogers (k- 6@%kyl,edryl

Wi 2 .tinmes 100 cnB of water anpd f.s

il lgywmrqﬁwromﬁleﬂ?sﬁ'@%lﬁ%%mg‘lv bRy 1 o more

t I negn t

e e e A e VN e

23608, COPadkyy UOR | formbll; &ifhedomethplugritfiflactomgthoxy.

chromat ogr aphy under an argon pressure of 50 kPa on a

c Cﬂﬂﬁ]ﬂaﬁéns&if Idbmtlg’ed of{geaertal fr@uki (Dewhdie BO i1 cdh deteied out

4 ) d h
%%feﬁék ooyl ebie aERT §¢£I?§@?§3h%mefe§ﬁ&3%ﬁ%§ basp i paghicular
angrdpy ffifes, rsﬁéﬂ 4s3RSth 6P hloRfki€ dminkd Ssubh %M%e) ina

conpri’sing the expecte product are 5 conbi ne
evcapwemdioael sohdet, snddhscied examads.utichl¢@nichane, 50 Grm ke ppeeducts

St B¢ SRaky ERL i o ap( B R A b eHEY)

etiiydrbaryl, AA%EIEs bticARlipbaR sﬁH%hhﬁ*é?i Clﬁr B?ﬁBrea-;u}éﬁithém/s chosen
oil. HYNMR spectrum (30 2S0,

- drgs hebgerglél) 6%1@ (t6C)glkexy (Fli,,N 1, @}S?_CQ@H &pOBa@(yL

(ol . gl %gmgéor&%ﬁb%g% 2. rom .30
e S s R

Wa:m 84 (PHkiath ¥ﬂhbﬂ2% [idadele hnd & dhtah cBﬁadhéJfBll
car bognat]{é |r11 30?13% of |s|tt}f37]lq‘ﬁcl o © owing
way: '

3-Amino-5-phenyl-6-chloro-1-{(2-trimethylsilylethoxy)methyl]indazole

1.63 cm® of ethanolamine and then 2.24 g of potassium carbonate are added to 2.4 g
of N-[5-phenyl-6-chloro-1- [(2-trimethylsilylethoxy)methyl]indazoi-3»yl] butanamide
described hereinafter, in 75 cm® of dimethylformamide and the mixture is heated at
reflux for one week. The reaction medium is concentrated to dryness under reduced
pressure and taken up in 250 em® of ethyl acetate and 100 cm® of water. The organic
phase is separated by settling and washed successively with 2 times 100 cm® of water
and 75 em’ of sodium chloride sotution. The organic phase is dried over magnesium

sulfate, filtered and then concentrated to dryness under reduced pressure (2 kPa,
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water and, finally, 347 ng of

tetraki s(tri phenyl phosphi ne) pal | adi um are added ,t ]ﬁ: h%OO?
15 of N-[5-brono-6-chl oro-

-[(2-trinmethyl silylethoxy)nmethyl]indazol-3-yl]butanam

de described hereinafter in 180 cnB8 of di oxane. The
mxture is heated at reflux fgp 90 mnutes and is

then allowed to return to 20C in order to add 100 cnB

of ethyl acetate and 100 cnB of distilled water. The

Or ALY CriRRARR dllsoﬁf‘ﬁﬁé@g pitififd P CuremBtogtaphy uﬁd’ér%%@ﬂ pressure

aqueous sodi um chloride"sol ution, then separated
s eft30ikig oaractotimireof silier gek (panigiesigé 4068 whf, dt@etakf‘icm) elution

filt h t
TR SR R RUP eI s TR vty pitore and
PrEseht RadtidnkRang &flletted Tk frﬁﬁioﬂ!‘r' EorhSrisityl thé b)@ﬂ:cteﬁ)ﬁ)roduct are

chr omat ogr aphy under an argon pressure of 50

c glorhinegfang ey ppogiategbndeg p%dupcd:pr@S%lrez@ kfe; H5 Y nfbfter drymg (90 Pa;

C yﬁaé%g(gﬂ %: Eﬁh c'g%' At %?)é}g i} C@i Hnﬁ%hﬁlegiylm x{%@?nee thyl}-

aﬁdd%lmﬁﬁbﬁaﬁadﬁn mfombflgyaﬁywaul ected. The fractions

conprising the expected product are conbi ned and

evigpanaire gpéé&’éiﬁ{ %O@@H@EQCB%E%}JS f fpf)K P05 GO6HN), 0ABLENT = 8 Hz,
drying, 90 Pa; 45C), 2 g o
N-ZED; phe ity | =68 ldhl 23505 K9 (€, 25 s 5. A (thyd dsi, R, dtdmo {y3Prie 15| (mt,

[ - 3- 1 d th btained in th
]Lﬂﬂf‘iﬁlfg Qﬁh] 8 B PD-LE MR spect rum (300 N,

3d\T-i he@yl@zch?qro— g?(%‘:— i 0?fls%pzseth%yg@eﬂpﬁ}méagpbé-ygbgtgnam1de is
“obte}]_&edﬁtéeﬁ%low%a)s 56 (t, J 8 Hz, 2 March 2007

from?7.30 to 7. 55 (m, 5H, 7.91
N-S%Z%]r@ 8%%11-33-%(]:3 E or%%éiq’[ (]%%5 (?t;s(r{r)g u%??m (?ﬂalte]jtn h oxy rretdﬁsnlufd
[ nmexcdnd,?»ﬁiydll]ybmmm rﬁfdarak&(mpbé@ilpmsbhme)pdmdfmi hrewddgl to 2 g
N_({fé\l Eﬁﬁg@%%" gﬁ]@g 1 ?EIZr—tlrgxlleql? lglfylgtgoxygme&y ]mdazol -3-yl]butanamide
t rdeE@IH%M é‘éﬁ elnaliet ROPRH)IPLI YL clx‘aﬁéj g gmi‘?ﬁ/é Jshaeate@ ameﬁsx for

descri b ereinafter 1n 15 cnB orof orm an
t Mdrmiduted apdris thén dlowvedrie réternad @O irTdrdentpatldil 80 cw’ of ethyl

aiRPeaeOf SeobReIEs e he kbt harda A aoyLh 100 em’ ofa
S QeliueRe® ufe@ﬁsesoﬂﬁinﬂélilgﬁd@é&utﬁﬂpﬁﬁﬁ Yenkdtyd Belsieting Ahd Fied over

stirring for 10 mnutes, the 10 insoluble materral is

r enagnegiumpuithtet Afed ﬁitﬁrmlgrtbnspggh a sisfenecbglass fynaeb.ghe flrees is

L e
- by chromatography under an argon pressure of 50 kPa on a column of silica gel
(particle size 40-60 um; diameter 4.5 cm), elution being carried out with a
cyclohexane/ethyl acetate (80/20 by volume) mixture and 35 cm’ fractions being
collected. The fractions comprising the expected product are combined and
evaporated under reduced pressure (2 kPa; 50°C). After drying, 90 Pa; 45°C), 2 g of
N-[5-phenyl-6-chloro-1-[(2-trimethylsilylethoxy)methylJindazol-3-yl]butanamide are

thus obtained in the form of a yellow oil.

"H N.M.R. spectrum (300 MHz, (CD1),S0, & in ppm): -0.05 (s, 9H), 0.85 (t, ] = 8 Hz,
2H), 0.92 (t, } = 7.5 Hz, 3H); 1.63 (mt, 2H), 2.38 (i, J=7.5Hz, 2H), 3.56 (t, ] = 8 Hz,
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The organi c phase is separated by settling, dried over
magnesi um sul fate, filtered and evaporated to grpfy[neﬁaom
under reduced pressure (2 kPa; 45C). The residu are
purified by chromatography under an argon pressure of

50 kPa on a columm of silica gel 15 (particle size

40-60 m dianmeter 3.5 cm, elghion being carried out
with an ethyl acetate/cycl ohexane (20/80 by vol une)

m xture and 35 cnB fractions being collected. The

f DBEDL 3 oMEs, SANEFAE 710 th NS squne e d. op(9d¥nt 7.89 &, ¢AYLIONES broad
anﬁgévapgfatg?under redgigg’d p)?essér’em?? kPgS; gg%_

At Bd)-drying (90 Pa; 45C), 0.94 g of N-[5-brono-6-
chloro-I-[(2-trinmethylsilylethoxy)nethyl]indazol -3-yl]

b IN-frBromie-6ichlaybilafi( 2redimithy lsHglethaRy iveathml i deaolabiyt Jbutanamide is
solid [ t.i at. 130C. 'H N MR spectrum (300 Mz,

( ‘?geé?ﬂ@qﬁ”iﬁ?ﬂ?ﬁ:w@o. 08 (s, 9H), 0.82 (t, J = 8

Hz, 2H), 0.95 (t, J = 7.5 Hz, 3H10, 1.66 (nt, 2H), 2.40
(0:22cne" of pyrine ivpqded g0 &g of N-[6:chlorg-1-[E- " 2oH)  5.66 (s,

2 : . . . . 3
e e i it and i) el ATy SinghChip 15 om
3-0f thlorofermaamnidithen 6. 1dlengiof brbmiab is addedd hieahixbwe mgptivag at 20°C
3 of N-(6-chloro-1H| zol -3-yl)b nagi de, in

< Sk nshrand et et of G MERm D RO ET aF & Sabitied ageous
6Q8di1% BifaRQPusied e BuBYubae; ddded B BtiRing for 10 minutes, the

di met hyl f ormam de. After having cooled to

appobiblamttetigl i5 Gmeved dydilBatadn through a sintered glass funnel and the

gitoFrﬁi g]f]newt;f%%q? 1j§ lﬁ%s%egit \gﬁﬁggg%lgﬁlf a%%'éeb%%g%fglf]égéxgmﬁ'c s P:j(;ride solution.
t R e guhid PhabcSis BkpRARE bY SetfiBlcUdfed &vepRREMSIITR bElfite, Ziliered and
and the mxture is stirred or 2 hours. The reaction

meWnerated togliprase yadarirgdusod pissare  kite 47 °Gedibe eagidue is purified

DBt Ete o B AU QTR e 0
Wepeticle Vias BOBO ins; digaeter 8.arcm)esuiioli baltg darded bumsithliiDethyl
cmB of distilled water 5 and with 1

Q_c of .a )
s Asaiig/eudobiraas (20 EHR YR Biitee ag;gpap&.? factfeps being collected.
O . - Il
e B o prbig e AboRUe br GRS LT RE el Boporaed under
e vaajpordopreskurm@eiPar 80R(Hed ftpr dysigr(B0 P2; 40PG), (BB of WHE-bromo-6-
resi due j.s _purifi, chr.omat ogr. nder..an arqgon .
of et FALS R R B i B oPlafdn e
Sk GO PRIt OIBliddhAaRS 81398, cm), el ution being carried
out with a 10 cycl ohexane/ et hyl acetate (80/20 by

v Oy YR R UL (SRPMERO (EBB, 46 aChi PRS: PEDE, 01T, 0.82 (1, 7= 8
| Hz, 2H), 0.95 (t, I = 7.5 Hz, 3H), 1.66 (mt, 2H), 2.40 (t, ] = 7.5 Hz, 2H), 3.52 (1, I =8
Hz, 2H), 5.66 (s, 2H), 8.13 (s, 1H), 8.34 (s, 1H), 10.67 (broad s, 1H) .

N-[6-Chloro-1-[(2-trimethylsilylethoxy)methyl]indazol-3-yl|butanamide is obtained

in the following way:

3 g of N-(6-chloro-1H-indazol-3-yl}butanamide, in solution of 40 cm’® of
dimethylformamide, are added to 606 mg of 60% sedium hydride in 20 cm® of
dimethylformamide. After having cooled to approximately 5°C, 2.68 cm’ of 2-
(trimethylsilyl)ethoxymethyl chloride in 10 cm® of dimethylformamide ‘are added.
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coll ected. The fractions conprising the expected

product are conbi ned and evaporated under redu

pressure (2 kPa; 50C). After drying (90 Pa; 50C§2%9%r082007
of '
N-[6-chloro-I-[(2-trinmethylsilylethoxy)nethyl]indazol -

3-yl ] butanam de are obtained s5n the formof a yellow

il. 15 1H N MR spectrum (300 Mz, (CDS)ZSO, 8 in

pm: - 0.08 (s, 9H), 0.83 (broad t, J 8 Hz, 2H),

'lgfé téﬁiperﬂl)mre ié- aﬁoﬁ%d tcﬁ@um S zﬁﬁz&ﬁinhtd}zﬁ)"c 331((149(3 1(1"1"_}'{)1111% isstirred
fa62 holats. Thexegrtion nEden 1s]_511bg§)queml38@fapg{ratqgl Uﬁer tegtuced pressure

110 P Pchimg i Hin S 200 G0 g CAPAGRAL HE60BBG bm’ of
C ifstidled %ta‘rWaslﬁﬁ% R do@l) dafricadse ekqﬂh@ 726s @IP of distilled water

3-am no l,oro-THindazole in 10 cnB of pyridine
afand withahPOregn’ dtf@l saraterbaqueaies sodmeliptide sadution. The organic phase

2RB T el o T 1SR BRI o en
mestaporated ueda patuatd prebaralQitas SOUR)dThe residiue &dmpified dyr e

(2 kPa; 40C). The residue is faken up in 50 . of ,
ethmale@eRiyemdenanereeRaresaure et 3:kkaipie GolaRn g mﬁcﬁ gelparticle

SQi 8- @f;hlﬂl %Hnﬁg?gfsvt@)eém g gelﬂ%\,aﬁﬁb&o i s washed

agaln wt ter and vvlth 50 cnB
ofcydohaﬁane/aﬂlgthcaqme(ﬁwgo bg aiolumed imMivruralands 1 Outm dfractings being

t he over nesi um sul f at filtered

s icﬂﬁ%:rteéij %g‘F g@%“?’lﬁr?ﬁ T3R8 BHET BEPIYFALE cO ‘té‘&ﬁ‘g @gﬁ
PIeSSs4ted uldi® réRREAHRs QRS @ 18d 50 P UKk aﬁﬁlgkwo Pa; 50°C) 3 gof
chr omat ogr aphy under an argon pressure

I—\\I\IO'OO

- c&¥-{rphlofo- h[ﬂ%wmaﬁeﬂmkymhqudﬂnéthﬂ]mazmSw]wtmm%ﬂé pbtalned

tion being carried out with

c;}%ﬁ’gﬁgﬂnhg?&lw lc’!icet ate (70/30 by volune) 2 March
Bt o EPRaMRLERD 500 S B Gl s croat
g g e e S D G

of\$ HE; 23, 6166-(5, 1 )ndaé ¢dd, 329 JoliliHanH), dS6dd el Bk, hHY 7.88 (d,

JedIE LD bR 5 S

1.67 (nt 2.40 (t, J = 7 Hz,
2F1|3(6 Qh’@so é‘c‘i[dl 6@20139’131%?“ er 7.52 (d, J = 2 Hz,
7. 84 (d, J = , 10 39 (unresol ved eak

| IQ)47 i o}f\buwrsb:lﬂ@drss @dﬁe@tﬁ@ @S meideypingduciiewk] H-ingazole in

10 cm® of pyrldme after having cooled the reaction medium to approximately 3°C.
The medium is then subsequently allowed to return to 19°C over 14 hours. The
reaction medium is evaporated to dryness under reduced pressure (2 kPa; 40°C). The
residue is taken up in 50 cm’ of ethyl acetate, in 50 cm® of tetrahydrofuran and in

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

2.5 cm), elution being carried out with cyclohexane/ethyl acetate (70/30 by volume)
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3- Ami no- 6- chl or 0- 5- phenyl -1 H i ndazol e is obtained from
3-am no- 5- phenyl -6- 10
chloro-1-[(2-trinmethylsilylethoxy)nethyl]i ndazolzelyla'fé%‘@o07
| of 2N HCl are added to 108.3 ng of the conpound

3- am no- 5- phenyl - 6-

chloro-I-[(2-trinmethylsilyl etli y) met hyl ] i ndazol e in

4.7 m of nethanol. The reactl on is placed under

m crowaves at 140C for 150 seconds. The mixture is

p t

P23 Ao AP S0 LA LA o
drarecorabiaed amhyieh moﬁm;def tddhesdgatesatng (2 kPa; 40°C). After drying
concentrated. The c¢rude E roduct obtained is purlfled

t KO BartS100i298 %af T%éﬁﬂs éH indazol-dorhhutnmamide are obtained in
n@i‘tﬁf@/ t.ndazol e are obt ai ned.
Tﬁ@g}c}dc})%p%&n SR{) 11F,—_Iorrru atzzl3) are isolated and can be

DL B TR o 8 TS5 B 1

CQHﬁoz{mg 40, tr&mHJz@H)l 708%&1 apt o gRed Ky, Py, ooV s 4 ec_* Hz, 1H),
toadltlon salts wth i norgani ¢ or or%anlc acid
by’-8h, S 1dn 18D, &&(@msabﬁed peak, dR).ofead2 o040 380 (broad
suc an.algohol , ketone, an ether or a chlorinated

SO eégﬁfed?ﬁaé%éﬁgal ts also formpart of the invention.

B R e e R O

beAkR6 S - Eﬂﬁ&hﬂsﬂ}rﬁ’tﬁb%frﬁm ndaRyir ochl or i de,

CI trate, et hanesul f onat e umar ate, gl uconate,

ﬁ )}ﬁ eﬁt? are éﬁeﬁ NAfeSs nﬁbh%é&h&&{ﬁﬂt§mmo -5-phenyl-6-

- oXxynapht hoat e, trate

. p&hhmb-é [(btmnqﬁhﬂséylethaty)nyeﬂwﬂﬁndazelﬁcdﬁl née mls wiff ateghanol. The

tartr.ate, o | I'j neacet at ol uenesul f onat e.
2 TRACHER 18216 @QX FRRISTQEYSS ahﬁ@gﬁdfm? bﬁﬁorﬁiﬁ%n i ) ar e
ki nase inhibitors and are thus of u

Q\?éWFLBﬁ 1spogradronia yesturaled Iﬁ%@%ﬁg\q é p}gtéactlon is carried out
xﬁﬁ?ﬁ@éEt Alg 'B?%H%é)hﬁség'a?@&’ﬁ@d oveE %J?d?%gg 1 ), fifer and

frontopari et al ntia, cortico eratlon
Picol¢entrattid sEasandesprodikes Sbtamedns plirifeddthemigh ailics radi6hS mg of the

P EPOEHES B LIPS SIBPB KT b HE AR di eases.
pelycystic ovaries aindrone syndrane X,

| g comePtRdsen grmala(lh ar deqlated pel eany benurifid bidhegusual known
d &h ek nﬁ)‘[ij € éinoﬁ@ @? Uf)}s %ﬂliaBSn ' Jﬁpérﬁétg)élﬁﬂh)p%‘ue{xﬂ%ctlon

phosphot yl at | the tau protein
Cqht %ém%)gﬁﬁds VYormula (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

invention,

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

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




10 9

10 Cortex sections wth a thickness of 300m are
prepared frommale OFA rats (Iffa- Credo) aged 8-10 .,
weeks, sacrificed by decapitation. They are incéﬂéﬁ“@&zom
in 5mM of DMEM nmedi um conprising pyruvate and
glucose 4.5 g/1 at 37C for 40 mn. The sections are
subsequently washed twice wt he medi um distributed
in mcrotubes (501 in 5001 of nedium wth or wthout
test conpounds) and incubated at 37C 15 with stirring.
TV"PhMFﬁLP%uh@stcﬁr 1§ Q?é&:eﬁlh{g@nﬂhl 1§or9%l1cf §4 % of use in the
centri fugl ng Re sections “are yze soni cated an
C epreveniiog and HtatﬁSﬂﬁﬂgleﬁmﬂegdﬁemitme discabts, Alheimer’s disease,
c tr@tlon rot.ej in the supernatant is
dekainanad I8575% igtalle digyc agl gegansratignRgk’s
Pi t
QeSS AR ALl ML TR petpRAEl Blhics ohegiy
oresdentiabbyBiegensi, athemseleratic caldigrbcular diseasepredeystic gfaries
MOPS- SDS buf.fer nd are Iectrot nsferred onto a
ni PPEO8% Sngim FF&%%%‘E@C&P?% is carried out
wi th the nonocl onal antl body AD2, which specifically
recogni zes the Ser 396/ 404 phosphoryl ated epitopes of
the tau protein, The inmunoreactive proteins are

vi Bheaciyidigs preslstarmingd byrmensuideg,thg intibitipp otithe phpsrhosdation of
a%ﬁé Eﬁt c?@*fﬁﬁ Nacie-N @é}g%xc%%w‘%n%d to peroxidase and of a

m nescen e. The aut or ad| ogr ams

alned are f. ua u3| n ) Tool s
Rl RS ity Fisa P R bt e SRR HL O el DA S 1fF-
anCrel&d@ed 8!106veckh %aﬁﬂﬁ@ﬁ%@&cﬂﬁtaﬁ@ﬂ Nthe R akel ihcr@atdah 5 vl of
hi ghl y advant ageous activity and in particular sone

c gedingy eotpprisigayTywite andbglupess 4.5 gihet 3766 far 40 min. The

15

20

25

o i iy GRPE N A Ry BRRE WAL P igrombes
WBeplsin S0 cfmecelinRf Sbitlel ewwmamft asst tdiepduGidgamt incubad at 37°C

Wat ers: M cronass Platf rmll, for th mass p The
fo‘f”l lb%ifﬂ@g e uEs latery @F%&r@nftqﬁb% haligd AY P@Hﬂﬁage% fﬂle sections

lbxﬁbt@dhrﬁf‘c 8 f 15 4°C. Th trati
ﬁ?“é‘ ch or o- 5*’8 -9 a% > gun at 47 Jhe concpniration

24:)f rpg)taﬁs mthe sypealatiai ysj@t@minéﬂ:ﬂﬁ( a’r@rm’helsmdi assay (BCA Protein
%(?:ye’ 1¢§f\{ﬁg?§> y%ﬁbﬁgpar e ﬁ%ﬁgf}ll t F( g_ sol ution of 100

The samples, denatured beforehand at 70°C for 10 min, are separated on 4-12% Bis-
tris vertical gel in the presence of MOPS-SDS buffer and are electrotransferred onto a
nitrocellulose membrane. Immunolabeling is carried out with the monoclonal
antibody AD2, which specifically recognizes the Ser396/404 phosphorylated 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 ‘GeneTobls’ software from Syngene (GeneGnome, Ozyme) to determine an

ICsq value.

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

some compounds have an ICsg value of less than 100 pM.
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trimethylsilylethoxy)nmethyl]indazole in 5cnB8 of

nmet hyl ene chloride. After 3 hours at anbient
tenperature, the reaction mediumis hydrol yzed anmderch2007
then extracted with 10 nethyl ene chloride. The organic
phase is dried over magnesium sul fate, filtered and
evaporated. Purification of t crude product by

chromat ography on silica (eluént: ethyl acetate/hexane
(80/20 v/iv)) nmakes it possible to obtain 21 ng of

PRI ool e eri s A GALS netomeutes gy
| B}h)ah§ceaitﬁ9ﬁeie@oe lprothe 6l pat)and aNkisterssiaromessiPld8#m 11 for the
retention time: 5.26 mnutes. 15 'H NMR
Zﬂdwea 783(1H s) 773(1H s), 735750(5H
rr) 25 (111, t (2H, s) 3523;
Tlse foll gwpg)exalglph:g 1141@“&*(6@6 1n}{exg(§m(vgﬂpouﬁ1mplg_edjgm( 1|qn
n),091 (3H, t, J =7 Hz), 0.81 (2H, t, J =8
- QEomple A1 : Nybutdttagldom-5-pt enyil Hondzw]-Bioming added to a
sol ution of 21ng of butyl[6-chloro-5-phenyl -
1-§tagq {124meg hfhdityzalgétyee hokyempyf yodiknitriatatolybGolrydrie are

f 0. Th i di
" 0ed o Lol o0ge ¢ ohSmine EPae s BRI ana ot
r %Mﬁﬁ&léh&k@%ﬁeﬂu&l%ﬂa&Y@ﬂ‘%ﬁp o et} 12 @hiokidePA Aérekburs at

is dried under "Vacuumto give

ng
N-dsehignt t@mperityre {8-1pamtion meadign rsdyzlmlyaadamﬂ itlezen(oxéradtodywith

o bR MRS o S T, By
7 e'i@ Jraﬁﬂ Iélﬁhficaﬁbn ofths Qnﬁg Product by?éilrdmatoﬁragﬁj} on #ilied (eluent:

0.92 (3H
Bﬁm@@tq@hexane (é0/20 v/v)) makes it Igoss1ble to obtain 21 mg)of butyl[6-chloro-

C ar g% gﬂ- -(]9 éé’ll‘%‘%ﬁﬂ%l anfg/ﬁéﬂl&%ﬂﬁé%hylglﬁ I%(ﬂgf)%fﬁé]ﬂﬂlg %{r]eqro%v solid).

&ﬁlc%%%dngéé%gggf remmuOnﬁgﬁcgiga anino)biphenyl,
o H AN BEIRYSOTMRERE 30067 (Bos Rodthaiorhaa. 8% Rl «

ofj é@qﬁzws AePH, Rytopi @dg e saded QaB2myD .68 (then), 1.39 28,

conmpound

arith§-9- @Hehyl = 6Heh 01 d2H; {, § & He)yed. 0% (. Isy| et hoxy) net
hyl]i ndazole in 0.5 m of NW

( Staget hyl 7 @ pfy2N diGldoadkied tdhsolngacef Hmg of l:pitﬁl{ﬁsdﬂmmelfephenyl-

m .cr.owave t 140C f or i After t e usua

TRl by R hoyams e -t deb i i Gttt 35 qEmethanol.
I MTHEGERAOR Imddfurd hsvs%neam ShbieRUbinbératkd R 48 iﬁoﬂrsr&d Af reflux for
3- (6-chl oro-5-phenyl -1 Hindazol - 3-yl am no) t hi ophene- 2-

c dr s, then ¢aporated. The solid obtained is dried under vacuum to give 16 mg of

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

'"H NMR [ds-DMSO}: 7.52 (1H, s), 7.95(1H, s), 7.35-7.50 (SH, m), 3.30 (2H, t,
J=7Hz), 1.61 (2H, m), 1.40 (2H, m), 0.92 (34, t, J = 7 Hz).

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

38 mg of 2-dicyclohexylphosphino-2°-(N,N-dimethylamino)biphenyl, 20 mg of
Pd,dbaj (tris(dibenzylideneacetone)dipaliadium(0)), 52 mg of 2-cyano 3-bromo




Mass spectrum 351 [MtH] +; retention tinme: 4.19

mnutes. 1H NVR [d6-DMBQ}:7.40 (1H, m), 7.48 (2

7.53 (3H, m), 7.81 (1H, s), 8.09 10 (1H, s), 52‘95@1‘2007
(1H, d, J = 5.5 Hz), 8.91 (2H, s). Exanples A3 to AS

The exanpl es bel ow were obtained in a way equi val ent

to A2. N Nane Starting Retentigon NVR naterial tinme/

d6- DMSO, unl ess otherwise [MH + indicated A3
(6-Chloro-5- 2- 2.89/ 7.07 ppm (b, 1H), from 7.36 ppm

P ( 214 éﬁtheemn d3-
G e L R
pmmmy-IS}}ﬂreyly]—@-lchloﬂ}—l-([Sl, tnhkd’;hylgily@&hw)m(eﬂayl]ﬂﬁago,le Rl (IZfiml of

p )a' e b, 1 in MOD A4 (6-Chloro-5- 2- 4.58/
mf’% OI&E??P}m 5H), phenyl - 1H brorm 366

7 63 ppm (s, 1 7.65 ppm (s i ndazal - 3-yl
5- Thetrggmtlogp 1@@1@%@@@ m?pgg\pzévei |a|§|_qdr CAar 3 prn. After ﬁ)le usual

ni

U 90 e kel 2% B Siy  ar
9 .[abifeption| 1894 rilgl)of 2-(8ehlobo-2 Ghiényl AH-ARlagd - Ihlhmim)thiopRene-2-
3. 87 ppm (s, 3H), 6.31 ppm(d, J = phenyl-1 H brono-

nk , 7.36 ppm (bd, J = 7 5 indazol-3-yl)(6-
-1 ,. from7,35 to 50 ppm _ et hoxypyridin

né‘ﬂwxsyemm@ﬁ)l M‘rHierqigrmoelthm@ 4=197m51ut652 yI ) am ne
pyrl dine Hz,1H), 7.54 ppm (s, 7.69 bs, 11- 1%
DTS AL MBI 4B HL, ), 7,48 (2H m, 7:55 (3H ), 781 (1FL 9, 6.09

BN O )

x%grlmgsz% Xngrgof 3- am no- 5-

The examples below were obtained in a V\‘ray equivalent to A2.

N° | Name Starting | Retention NMR
material | time/ dg-DMSO, unless otherwise
[M+HT indicated
A3 | (6-Chloro-5- 2- 2.89/ 7.07 ppm (b, 1H), from 7.36 ppm
phenyl-1H- bromo- 321 to 7.50 ppm (m, 5H), 7.55 ppm (b,
indazol-3- pyridine 1H), 7.67 ppm (s, 1H), 7.87 ppm
yl)(pyridin-2- (s, 1H), 7.95 ppm (1, 1H), 8.21 ppm
ylDamine (b, 1H)
in MeOD
A4 | (6-Chloro-5- 2- 4.58/ from 7.42 to 7.52 ppm (m,5H),
phenyl-1H- bromo- 366 7.63 ppm (s,1H), 7.65 ppm (s,1H),
indazol-3-y1)(5- | S-nitro- 7.94 ppm (d, J=9Hz,1H), 8.43 ppm |
nitropyridin-2- | pyridine (dd, J=2.5 and 9 Hz, 1H}, 9.13 ppm |
yl)amine | (d,J=2.5Hz, 1H), 7.77 ppm
(bs,1H), 9.55 ppm (bs,1H)
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phenyl -6-chloro-1-[(2-trinmethylsilylethoxy)nmethyl]inda
zole in 2.5cnB of tetrahydrofuran. The reactio

mediumis stirred at anbient tenperature for 24@H&mﬁ?2007
5 and is then evaporated. Purification of the crude
product by chromat ography on silica (eluant:

met hyl ene chlori de/ acetone (982, v/v)) nmekes it

possible to obtain 122.5ng of

1-[ 6-chl oro- 5- phenyl-l-(2 trimet hyl sil anyl et hoxynet hyl

)= IFF{ndazol - 3-yi J[-3- phepyi urea (cplorf ess solid)
N

s ffe@hlomrﬁ 4932NH] +: | r et ent i on| $8Fepmds.GH), 631 ppm (d, 1 =

' o PP PRIy O T he 1, Oy ot 1R fm bd, 5 =75

. 35- Vink@zd131y1)6- M6~ 5. 81| (2H, s), PBHEOIH)2filom7.39t07. BOppm
z), D.92 (2H,.t, {J = 8 Hz), -0.12 &EH )6 St age
m pretheagyridin | ik b a sol ut i o1 6686 Rgmdt. J -17.5
. phen
2-tr rre?aé}?lgﬁ anyl )bgnhlggyrret hyl)-1H 1 c]iH% 1 54 p@/rfl]s §HB /6
nyl uf ea in 120rr8 of 15 net hanol . Th@mélm;ﬂﬂbm(ﬁﬁﬂ)lgum

S ot IFIFQ!‘I at ratnirn f 492 hr\llro and
St cd

1 (O

_"m/\l_\l—\—l'
1
—
»
1

L uIIIJI \’III. I. \’II \’I Al UT U T I T J LBAYA%LEE>] w“TTu ul.

r Gixathpld BI: 16 @@hﬂbﬁo sgﬂaﬁylemmrazéleﬂyi) ’Nm@hslqum@a

obtained is r| ed under vacuumto give
6 -

Sﬁégrll' 22 y‘P P&ggm%agétgga%%gm g’S(M{lﬂ(trN)f“ 1@5%& Y€ §Amino-5
r ghemytlitechldionie[(2 5n1b5thyisﬂgrteﬂmxy)1hhth&lﬂinﬂﬁ@ld3ﬂd8@cm3]cﬁ' 64

(1H, .broad s 9.70(1H, broad s
s)tetrahzém%ﬂev)izhfrrﬁa@ 0 niedgim eslﬁtlrr?eé)at aepbigh t(:mrerfmmaor 24 hours
7_ai(31@ _15%%5(1) &rﬁoﬁaggagedo Pﬁﬁﬁca%mn@fthe@iﬁ&%ﬁd@% by chromatography on silica
H{¢lnartzmkthglept phmmdda@m9§ﬁem‘fb))ma1@a itzpoksibletio 2b@i 122.5mg

31fi§6§pﬂ% o Mandn it ﬁ%é—ﬁé‘%ﬂ%ﬂsﬂi S PSR ey N e 30881 3. 917-3-
I@h&[ﬂmka[&oioﬂgsg gadyy! si |yl et hoxy) met hyl ] i ndazole in 1
m of THE The m xture is heated at 50C for 1 h and is

U ks '3%( X by 49@{1\)141{? RanHbAliRk: Ku2Rpusel uti on and

extracted w th methyl'ene chloride. After drying and
ev { t
rUSRUR [PDMSOE LI, BRARLE o 4l i b E0 0, 9, 8.7 (11,
Tlake 7p}5<aﬂﬁ|MSH oh), ai8iddH] ), 8epndiec i e® Hy), 2.941(216ft, a—]ﬂ H[z) -0.12
NE%V%NHCLrﬁxture at reflux for 3h. 62.5 ng of

hl or o- 5- phenyl -1 H i ndazol - 3-yl ) - 3 (4-et hoxypheny

| I)urea are obtained. Mss spectrum

15

20

r a8 éﬁn ligf 2 HG1 is@dded igrasolution of 106 mg ot[ 1- [6-chlor0-5-pheny1 -1-
(2-trimethylsilanylethoxymethyl)-1H-indazol-3-y1}-3-phenylurea in 12em’ of

methanol. The reaction medium is stirred at ambient temperature for 48 hours and at
reflux for 5 hours, then evaporated. The solid obtained is dried under vacuum to give

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

"H NMR [ds-DMSO]: 12.64 (1H, broad s), 9.70(1H, broad s), 9.59 (1H, broad s),
8.07 (1H, 5), 7.64 (11, 5), 7.50 (7L, m), 7.30 (2I1, m), 7.0 (1H, m).

Examp. le B2: 1 ~(6-Chloro-5-phe1_1y1— 1H-indazol-3-yl)-3-(4-ethoxyphenyl)urea




10 1H NVR [d6-DMBSO}: 1.3 (3H, t, J =7 Hz), 3.98

(21-1, g, J =7 Hz), 6.87 and 7.36 (AA -BB',

7.36-7.50 (5H, m), 7.63 (11-1, s), 8.08 (1H, s)%&%‘%zom
(2H, s), 12.53 (1H, s) Exanples B3 to Bl12: The

products B3 to B12 are obtained in a way equivalent to
the product B2 N Nanme Startiag Retention NVR nmateri al
time/ d6-DVMBO [MrH + B3 1-( -Chloro-5- 3,4- 4.75/
from7.38 to 7.48 ppm (m 6H), phenyl -

dixghy ﬁrfg %% H%’Eﬁﬂx 69%{;11\455“: yahatd JrdPRi%ed ¢ gO mg%f% fl?gmo %"%henyl -6-

i ndazo ocyanate 7.66 ppm (s,
pidor¢-3; [(Q thmd!thplsdyle@dx;ﬂ)mt@l}indﬂzolem-l} ,m181f (IfHFp ﬂhﬂ mixture is

B A . EM T MO
3 e&ﬁa&t@d &ith %e%yléﬂ'b%h%rf&é' Aber/ddying aal e@%ﬁﬂr&ﬁng] the c@ucfe product is
Hy, 5-phényl-1H i socyanate 373

2
2 mmﬁgd by cm@n@t@graphym@zwmm an AcPEdhaxang mlmre7 Tb@product

/.81

PR 2 Rpreig 58 2l of 7t BEPEV BN 1, il ol s
89&2&? mg bf 1 (Mhﬂ)i’o-ﬁlipﬁeﬁﬁsl H-indaz&3B-$D (364G hetyphényl)urea are

H)&dl net hyl - 3.26/ 3.10 ppm (s, 6H), from7.38 to

tmedi i ani no) phenyl 406 7.50 ppm (m 5H), 7.64 (b,

|ndazol 3-yl)-3- isocyanate 4H), 7.66 ppm (s, 1H),
8 Niass spertrupp ANT SVIHHI retentivn thpen4(36, mines
(di met hyl am nop 9.95 ppm (s, 1H), 12.72 ppm
he HyNYIRt [ela DNISO]: 119 (3BE t.1F £ 610h) DID(AL, q $ o1t Hpy 6.83.288 7.36

1(2&9;%%“ 5, 36858 Ao mP Y 65 (i, 5), 8.08 (1H. 5), 9.53 (2H, 5), 12.53

(11, 5)

Examples B3 to B12:

The products B3 to B12 are obtained in a way equivalent to the product B2

N° | Name Starting Retention | NMR

material time/ d-DMSO
[M+H]"

B3 | 1-(6-Chloro-5- 3.4- 4.75/ from 7.38 to 7.48 ppm (m, 6H),
phenyl-1H- dichlorophenyl 407[M-H] 7.53 ppm (d,J = 8.5 Hz, 1H),
indazol-3-yl)-3- isocyanate 7.66 ppm (s, 1H), 7.90 ppm
(3,4-dichloro- (d,J =2.5 Hz, 1H), 8.01 ppm
phenyljurea (s, 1H), 9.70 ppm (s, 1H), 9.84

ppm (s, 1H), 12.72 ppm (bs,
1H)




to

phenyl -
i ndazol

i sopropyl urea (b,

1H),

Cycl ohexyl

9.36 ppm (s,

9 ppm (m
from7.38 to

i socyanate 329 3.85 ppm(m 1H), from 7. 38
-3-yl)-3- 7.50 ppm(m 5H),
[ 7.60 ppm (s,
12. 48 ppm(bs,
4.37/ from1.3 to 1.

i socyanate 369 3.58 ppm (m 1H),
1-(6-Chloro-5 7.49 ppm (m SH),

7.58 ppm

8.10 oM 2007

1H B7

| o),

7.57 ppm phenyl -1 H

(s, 1H), 7.68 ppm (bd,J= 5.5 indazol-3-yl)-3 Hz, 1H),

8.10 ppm (s, 1H), eyel ohexyl ur ea 9.38 ppm (s, 1H),

248t ppm{bs—t 33 B 3=(Triftuoro-

4.4/ | 3- [3461ﬁiﬂmr@bd BhenethyHz, 1|—l) 71/ 1- ( §-25% ppro{&5F= 6.5 Hz, 2H),

nethy n om7.38 ppmto 7.49

neny| STRENISEEy ankBaosite 5 g mom (1, (o0 thgm. 3, 361 (38D,
ndaz Jirrdﬁzd{l@-%ﬁ- 7166 ppm (s, [1H), fﬁﬂﬁﬁ%&o 7(30%pen (m, 5H),
8 He, ppm  (trifluoronethyl) (bs,

.03 apmctcsl 1H), |phenyl)urea 9.71 ppm758 PHIHIXS 1619581 (b, 1H),

apm (8 12,76| ppm (bs, B9 2-(Tﬁ hen- llnHé)r%Z

.02 :)Bl;%pi_(?m‘f]amd 6 yl)eth 6@ ;g AS ppm (s,

H) , BnRthybpsred dd, i socyanate 1.5 and)3125HppmIbh, 1H)

95 ppm 1-(6- (‘hl

B5 | 1-(6-Chloro-5- | 4-(dimethyl- 3.26/ 3.10 ppm (s, 6H), from 7.38 to
phenyl-1H- amino)phenyl 406 7.50 ppm (m, 5H), 7.64 (b,
indazol-3-y1)-3- | isocyanate 4H), 7.66 ppm (s, 1H), 8.03
(4- ppm (s, 1), 9.70 ppm (s, 1H),
(dimethylaminop 9.95 ppm (s, 1H), 12.72 ppm
henyl)urea (bs, 1H)

B6 | 1-{6-Chloro-5- 3.95 1.16 ppm (d,J = 6.5 Hz, 6H),
phenyl-1H- isocyanate 399 3.85 ppm (m, 1H), from 7.38 to
indazol-3-yl)-3- 7.50 ppm (m, 5H), 7.58 ppm
isopropylurea (b, 1H), 7.60 ppm (s, 1H), 8.10

ppm (s, 1H), 9.36 ppm (s, 1H),

12.48 ppm (bs, 1H)

B7 Cyclohexyl 4.37/ from 1.3 to 1.9 ppm {m, 10H),
isocyanate 3.58 ppm (m, 1H), from 7.38 to

1-(6-Chloro-5- Y 369 ppm (i, 1£)

7.49 ppm (m, 5H), 7.57 ppm
phenyl-1H-
] (s, 1H), 7.68 ppm (bd,J=5.5
indazol-3-yl)-3-

Hz, 1H), 8.10 ppm (s, 1H),
cyclohexylurea

9.38 ppm (s, 1H), 12.48 ppm
(bs, 1H)




(dd,J = 3.5 and 5 Hz, 1H), 7.32 phenyl-IH ppm(dd,J =
1.5 and 5 Hz, 1 H), indazol-3-yl)-3 from?7.37 t.0,/.
ppm (m 5H), (2-(thiophen-2 7.58 ppm (s, 1H), 72%(5:0%%007
ppm yl)ethyl)urea (bt,J = 6 Hz, 1H), 8.08 ppm (s,
1H); 9.50 ppm (s, 1H), 12.48 ppm (bs, 1H B10 1, 3-
4.19/ 5.97 ppm (s, 2H), 6.81 pgm 1-(1, 3- Benzodi oxol -
407 (dd,J = 2.5 and 8.5 Hz, 1H), Benzodi oxol-5- 5-yl
i socyanate 6.84 ppm(d J =85Hz, 1H),
yl)-3-(6-chloro- 7.22 ppm(dJ :25Hz, 1H),
;‘lgpge yi=1TFF rromldb‘to 7. Agpm l—g
i|B&zol -3- 7.65 pppd-(Eriflugsp- 61/ppm (|&/-34 gy (hdel= 8 Hz, 1),
H), 9,56 ( (s, 1H, ?
2 Mar ¢ iﬁg&gg&p 053 13%‘1‘1’%8’3“%1 A4 5- g‘%* 738 5B 0749 ppm (m,
3. 76/ ?helﬁl mHm (s, | Bbyan@e29 ppm (s, prﬁcﬂ)yv.ﬁ pom (4,7 = 8 Hz, 1H),
ijsoxazol - 382 BH), from7.{36 to 7.50n§ m (m
ilndaz Jlndﬁz%lﬁ)'ﬂi*}' socyanate 5H), 7.64 fpl ‘f@’m 18y 1H), 7.69 ppm
g. 03 3, 5-di met hy| - ppm (s, 1H), 8.75 E”JQS&Hiui ) 7.08
isoxazgs-4-yl)- 9.74 ppm (s, 1H, 12. GERB rea}g) PP
1H) Bi@riflueneyl)3; (6- Benzyl |4.2/ 4. 43 (b:prtH(),oB 03pprﬁ(s 1H),
Hz, 2H) hl or o- 5 phenyl - i sgcyanat e E77 from?7
1. 50 aﬁkﬁn@f}wﬁam. hdazol - 3- 10H), 7.58 |pphhRRQ (51%52“19 986 ppm s,
g.10 1H), 12.76 ppm (bs, 1H)
B9 2-(Thiophen-2- | 4.2/ 3.02 ppm (t,J = 7 Hz, 2H), 3.46
ylethyl 397 ppm (m, 2H), 6.92 ppm (dd,J =
. 1.5 and 3.5 Hz, 1H), 6.95 ppm
1-(6-Chloro-5- | 1S0cyanate
(dd,J = 3.5 and 5 Hz, 1H), 7.32
phenyl-1H-
ppm (dd,J = 1.5 and 5 Hz, 1H),
indazol-3-yl)-3-
from 7.37 to 7.49 ppm (m, 5H),
(2-(thiophen-2-
7.58 ppm (s, 1H), 7.80 ppm
ylethyl)urea
{(bt,J =6 Hz, 1H), 8.08 ppm (s,
1H), 9.50 ppm (s, 1H), 12.48
ppm (bs, 1H)

B10 1,3- 4.19/ 5.97 ppm (s, 2H), 6.81 ppm
1-(1,3- Benzodioxol- | 4.~ (dd,J=2.5 and 8.5 Hz, 1H),
Benzodioxol-5- | 5-yl isocyanate 6.84 ppm (d,J = 8.5 Hz, 1H),
yl)-3-(6-chloro- 7.22 ppm (d,J = 2.5 Hz, 1H),
5-phenyl-1H- from 7.35 to 7.50 ppm (m, 5H),
indazol-3- 7.65 ppm (s, 1H), 8.05 ppm (s,
ylDurea 1H), 9.56 ppm (s, 1H), 9.6 ppm

(s, 1H), 12.65 (bs, 1H)
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yl)-urea ppm (bs, 211), 9.57 ppm (s, 1H), 12.50 ppm
(s, 1H) B13 1-(6- Chl oro 5- Phenethyl 2.96 ppm (t M] T 2007
7.0 2H), phenyl - i sot hi ocyanate 3. 86 pp gt

J =55and 7.0 indazol-3-y|)-3- Hz, 2H), from 7.15

to 7.35 (phenethyl)thio- ppm(m 5H), from7.35 to

7.50 wurea ppm(m 5H), 7.64 pam (s, 1H), 8.37 ppm

(s, 1H), 10.14 ppm(t, J = 5.5 Hz, 111), 10.97 ppm

(s, 1H), 12.73 ppm (s, 1H Exanple O:

1-

’(6 Chl or o- 5- phenyl-lH—indazoI 3-yl)-3- [3 (4- et hyl pi
r

per azi %fl 3gljurea St ge 17 62 of pyridine
:In@“l?é (p-(gloret yI Atdwestiar majt 276r e SLé’clésﬁ?méﬂ yH), 2.29 ppm (s,

dded 7.

3 am poresTHERY i ol BRRBobA [ (lmtor i et gD FOMIey 34 pom
et hyl } indeatcd-@)-3k n| Botfanade methyl ene cH5<H); ﬂe4piﬂne(s 1H),803
reactign is conpleted after 75 nm. Aftegr hydr si s,

et r a¢{-onim¢tylevapor ati on, 571 ng of qdR ﬂb(scblflg%?éﬂ@m(s 1H),
6- chl _I Hi ndazol | 3-vI
(|6-c %93251-43@2 i ndazol - 3-y )Caf@é‘n@@?ﬁ@ﬁ}n, 12.68 ppm

et hyl | ester, opt ai ned. Stage 2: 371
4- ( 3- anrenopr opyl ) - L- met hyl pi pefr azi ne ar|ébgdéBd t o
aof

110618 of tha 10 n'ar\arh fa¥al r-grhgn‘nfa a2 B
J A\ A | L LA -\ P A\ A Aw } | 3 TUATTUAT U LI T

\Jlls 7 LB T
tirgfd J@%@ﬂt@ aWBeﬁdw reactiipw i s camMrdeshrod,] swdes, 2H),
2 March 2007 crowave radi ati on atf 200C for 20

ni n. Afhlero- %ﬂh‘?rﬂ’% ngoangice par fajive LC/| Mgm 7.20 to 7.50 ppm (m,

(lacet pRjqt: H=9| buffer), 60 ng of

1-[6-¢ E%‘olgl{% ghenw Sl (2-1ri et hyl si | 4rgfy7->8 ppm (s, 1H), 8.10

gt hoxypBtgd ) - 1H-i pdazol - 3-yl 1} 3- [ 3- (44 ppixhibs At iDe P 87 ippm (s,

-l1-yl jpropyl Jurea are obtained. 5 Stage_3:. The

prece:ll ng conpound|is taken up in 2 n c}ﬁ% 1%51(11313“1(5 1H)

NEOH/ HO——mixture and 175 brjought—tojrefux for 3Mn.

'wmalf(&ﬂmwsé} 1Pe@ettyH, n)|, 2. 18 (3H.96)pm &, 83 7.0 Hz, 2H),

({110H, .41 (2H . 7.36- [7.48 (5H, 1

G| Bhemiaft (210 ioBbachuge - oo 7] F¥apem BllyfASis and 7.0

(|1H,  $indadad-3741)-3C1H, s). Hz, 2H), from 7.15 to 7.35

' (phenethyl)thio- ppm (m, 5H), from 7.35 to 7.50
urea ppm (m, 5H), 7.64 ppm, (s,

1H), 8.37 ppm (s, 1H), 10.14
ppm (t, J = 5.5 Hz, 1H), 10.97
ppm (s, 1H), 12.73 ppm (s, 1H)

Example Cl:1 -(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-[3-(4-methylpiperazin-1-yl)-
propyl]urea

Stage 1: 62 pl of pyridine and 125 pl of ethyl chloroformate are successively added to
387.8 mg of 3-a.mino-5-phenyl-6-ch16ro-1-[(2-trimethylsilylethoxy)methyl] indazole
in 2 ml of methylene chloride. The reaction is completed after 75 mn. After
hydrolysis, extraction and evaporation, 571 mg of crude carbamate, (6-chloro-5-

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

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

preceding carbamate in 2.5 m! of trifluorotoluene and the reaction is carried out under
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10 Exanples C2 to C19 The products C2 to Cl19 are
obtained in a way equivalent to the product C M 007
Starting Retention NVR material tinme/ dé6- DI\/ISO[ ﬂ]c

C2 3-(Imdazol-1- 3/ 2.05 ppm(m 2H), 3.24

yl') propyl am ne 395 ppm (m 2H), 4.25 ppm (t,J = 6 Hz,
211), from 1-(6-Chloro-5- 7.38 to 7.49 ppm (m
phenyl -1 Hi ndazol - 5H), 7.61 ppm (s, 1H), 3-yl)-3-(3-

7.69 ppm (bs, 1H), 7.76 (imdazol-1- ppm(d,J = 5.5
"lzm_lcxja}fga've ré’cijl_agt%lgeﬁ??gdﬁ £7 26 nﬁﬁ QREE’ pp(lpﬁ('m% %)Jr_ g%epal%ﬁg‘gL@mS

pp{metd:lsmld(iabl—ﬁ bu@fclblﬁmtﬁg ﬁf 13@@&@5@@1 Ta(@-wigneghyd@Glanyl)-

<o B a9 gy i1 S1ipfopyfiiten ae

phgided H i ndazol - (m 5SH), 7.59 ppm (s,
3-yl)-3-(2-hydroxy- 1H), 7.83 ppm (b, 1H), ethyl)urea

8. SurkdPy 2 niof 29/ PRIZOE/AS HCI
1151%3£T{‘£’ ?’%‘?Cégl%‘ ¢ gmg 34 Net é?% NV
pheinizire hvd isrbdaughk to ilpefazshn- 1- 427  3-yl)-3-[3-(4-
yl ) propyl am ne nethyl pi perazi n-|
"H NMR [dg-DMSO]: 1.63 (2H, m), 2.18 (3H, s), 2.33 (10H, m), 3.21 (2H, m), 7.36-
7.48 (5H, m), 7.58 (1H, s), 7.66 (1H, 1, J = 5.5 Hz), 8.08 (1H, s), 9.37 (1H, 5), 12.70

(1H, s).

Examples C2 to €19

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

N° | Name | Starting | Retention | NMR
material time/ d-DMSO
[M+H]"
C2 3-(Imidazol-1- | 3/ 2.05 ppm (m, 2H), 3.24
ybpropylamine 395 ppin (m, 2H), 4.25 ppm
(t,J = 6 Hz, 2H), from
1-(6-Chloro-5- 7.38 to 7.49 ppm (m,
phenyl-1H-indazol- 5H), 7.61 ppm (s, 1H),
3-yD-3-(3- 7.69 ppm (bs, 1H), 7.76
(imidazol-1- ' ppm (d,J = 5.5 Hz, 1H),
yDpropyhurea 7.83 ppm (bs, 1H), 8.08
ppm (s, 1H), 9.19 ppm (s,
1H), 9.53 ppm (s, 1H),
12.53 ppm (bs, 1H)




yl)propyl]Jurea C6 Pyrrolidine 4/ 1.84 ppm(m 4H),

3.37 Pyrrolidine-1 340 ppm(m 4H), from 7. 37
carboxylic acid (6 to 7.49 ppm (m 5H), 2 March 2007
chl or o-5-phenyl 7.61 ppm (s, IH, 7.72 1 Hindazol-3
ppm (s, 1H), 8.80 ppm (s, yl)amde 1 H), 12.62 ppm
(s, 1 H C7 Methyl 4.1/ 3.66 gpm (s, 3H), from
(6-Chl oro-5- chlorofornmate 302 7.33 ppmto 7.49 ppm
phenyl -1 Hi ndazol - (m 5H), 7.65 ppm (s,
3-yl)carbamc acid 1H), 7.78 ppm (s, 1H), nethyl

sterTI0O T ppm (s, 1H), 1280 ppm (s, 1H 2 varch

A00¥ |37 C8 Aqueous BE8eholamg@eppm3pbs, 2H).27 pprom, 2H), 3.49
(16- Chl oro-5- Anmoni a| 287 7.37 ppmto 7.49 (r
H), 7.59 ppm (s, phenyl- 1 Hindazbl - 1I—I)I?ﬂong{tdgn%6ﬁz’ 2H),
(15, 1HN-(6-Chlyo)irea B.37 ppm (s, | 11-1), 1Zx&d 7.337617.50 ppm
(jbs, U—% C9 Benzyl 4/5/ 5.14 ppm (s, 2H),| from
(|6- Ch| phenyb1Helntlagobf or mat e 378 7/ 29 to 7.|49%8Fkh {-3] ppm (s,
Rhenyl 3l .5 pslaz@lzy 10H) . 7. 65 ppm (s, 1H)| 11y, 7.83 ppm (b, 1H),
ethyhurea 8.10 ppm (s, 1H), 9.49
ppm (s, 1H), 12.50 ppm
(bs, 1H)
C5 | 1-(6-Chloro-5- 3-(4-Methyl- 2.52/
phenyl-1H-indazol- | piperazin-1- 427
3-yD-3-[3-(4- yl)propylamine
methylpiperazin-1- '
yDpropyljurea
Cé i Pyrrolidine 4/ 1.84 ppm (m, 4H), 3.37
Pyrrolidine-1- (m, 4H), from 7.37
m (m, 4H), from 7.
carboxylic acid (6- 340 PP
: 10 7.49 ppm (m, SH),
chloro-5-phenyl-
. 7.61 ppm (s, 1H), 7.72
1H-indazol-3-
ppm (s, 1H), 8.80 ppm (s,
yl)amide
1H), 12.62 ppm (s, 1H)
c7 | Methyl 4.1/ 3.66 ppm (s, 3H), from
(6-Chloro-5- chloroformate 302 7.33 ppm to 7.49 ppm
phenyl-1H-indazol- ' : (m, 5H), 7.65 ppm (s,
3-yl)carbamic acid 1H), 7.78 ppm (s, 1H),
methyl ester 10.1 ppm (s, 1H), 12.80

ppm (s, 1H)




3-yl)carbamc acid 7.76 ppm (s, 1H), 10.08 benzyl

ester ppm(bs, 1H), 10.77 ppm (bs, 1H) Clo AII)Q%4 4/ 007
4.61 ppm (dl,J = 5Hz, <chloroformate 328 2H) . |‘?’1
(dl,H = 11Hz, 1H), 5.34 ppm (6-Chloro-5- (dl,J = 17 5
Hz, 1H), 5.96 phenyl-IHindazol- ppm(m 1H), from

7.39 3-yl)carbamc acid to 7349 ppm (m 5H), allyl
ester 7.65 ppm (s, 1H), 7.78 ppm (s, 1H), 10.06 ppm

(bs, 1H), 12.76 ppm (bs, 1H) 2 March 2007 38 Cil1

| sobutyl 4.55/ 0.90 ppm(d,J = 6.5 Hz, chl oroformate

4461, 1. 90 ppm¢ I, — (6-Chioro-5-"13.86 ppm(d,

3@ 5/ Hz, phenyl-I|H Agaeons| - 2H)3-3%r om 7 wm{h%m) from
3-yl)carbam c acid 7,49 ppm (m PBH), 7.64 obu

st er | pofoR.s11- 1) | Aniorgpm (5| 287 1). :gpplg%%ﬁd(é9ppm
1H) , ppm (bs, | 1H) Cl12 Piperidine 311193 I75150ppm(s
Apm ( hphetd)-1HiindGoRi peri di ne- 1- 355 ppm (|
dpm :?rBox lic acid| (6- (m 4H)| from 7. glﬁ)p% PPm(S 1H),
chlor:)-'é’-B‘FF\ényl- to .50 ppm (m| 5H), 9.37 ppm (s, 1H), 12.51
1Hi ngdazol -3-yl)- 7.61 ppm (s, 1H), 7.62 A e |gr3m >
(s, 1H), 9.07 ppm (s} 1H), 12.62 ppm (s, |Ppin (bs, 1H)

C9 Benzyl 4.5/ 5.14 ppm (s, 2H), from
(6-Chloro-5- chloroformate 378 7.29 to 7.49 ppm (m,
phenyl-1H-indazol- 10H), 7.65 ppm (s, 1H),
3-yl)carbamic acid 7.76 ppm (s, 1H), 10.08
benzyl ester : ppm (bs, 1H), 10.77 ppm

(bs, 1H)
C10 Allyl 4.4/ 4.61 ppm (dl,J = 5Hz,
chloroformate 328 2H), 5.21 ppm (dLH =
11Hz, 1H), 5.34 ppm
(6-Chloro-5- (dl,J =17.5 Hz, 1H), 5.96
phenyl-1H-indazol- ppm (m, 1H), from 7.39
3-yl)carbamic acid to 7.49 ppm (m, 5H),

allyl ester 7.65 ppm (s, 1H), 7.78

' ppm (s, 1H), 10.06 ppm
(bs, 1H), 12.76 ppm (bs,
1H)




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

1H), 3.20 ppm addition) (m 2H), 2.54 ppm
1-(3- (Azetidin-I- (masked, 2H), 3.27 ppm 2 March 2007
yl ) propyl)-3-(6- (masked, 4H), from 7. 35

chl oro-5-phenyl - ppmto 7.50 ppm (m

1Hindazol -3-yl)- 5H), 7.59 ppm (s, 1H), wurea 7.72

ppm (bt,J = 6 Hz, 1H), 8.09 ppm (s, 1H), 9.44 ppm (s,
1H), 12.50 ppm(s, 1H) - -------- ---- 2 March 2007
39 Cl4 Azetidine 4.26/ 1.94 ppm(m 2H) 3.30 (HCL

openi mg) 363 ppm (nmagked, ZH), 3f 60 I-(6-[Chioro-5- ppm

(1€l = 6.5 Hz, 2H), fsobwiyly. 38 pp#dflo 7. 5090 ppm (d,J ='6.5 Hz,

ghems| i1 ndacel | pomfflribhs, 7L 2% PO | i 150pm . 1

pr opyl y&CaRr&-5Hz, 1H), 8.07 ppm (s, 1H),| R86prppdy €%.5 Hz,

1H), |12.41 (s, LIH) C15 3-(I dazol-1§- 1.94

(Im ~ 2Hpheny]- i&p 0g#208r bpyl ami ne ppm (g, J 3 ?é{)5frpﬁl'f)%ﬂ_gpmto

4 02 p@@lfc&rbaﬂuc add >z, 2H), 6,89 ppm (57.491'§Bm (m, 5H), 7.66

isobutyl ester ppm (s, 1H), 7.79 ppm (s,

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

Cl12 Piperidine 3.92/ 1.40 ppm (m, 4H), 1.60
Piperidine-1- 355 ppm (m, 2H), 3.43 ppm
carboxylic acid (6- (m, 4H), from 7.37 ppm
chloro-5-phenyl-- to 7.50 ppm {(m, SH),
1H-indazol-3-y1)- 7.61 ppm (s, 1H), 7.62
amide ppm (s, 1H), 9.07 ppm (s,

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

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

{double ppm (m, 1H), 3.20 ppm
addition) (m, 2H), 2.54 ppm
1-(3-(Azetidin-1- (masked, 2H), 3.27 ppm
yl)propyl)-3-(6- (masked, 4H), from 7.35
chloro-5-phenyl- ppm to 7.50 ppm (m,
1H-indazol-3-yl)- 5H), 7.59 ppm (s, 1H),
urea 7.72 ppm (bt} = 6 Hz,
1H), 8.09 ppm (s, 1H),
9.44 ppm (s, 1H), 12.50
ppm (s, 1H)




1-(6,7-Difluoro-5- 7.21 ppm (s, 1H), 7.
phenyl -1 H-i ndazol - ppm (bt, J = 7.5 Hz,
3-yl)-3-(3- 7.50 ppm (bt, J = 7.5 Hz,

2H), 7.55 ppm (bd, J = yl)propyl)urea
7.65 ppm (s, 1H), 7.73 ppm(bt, J = 6.
ppm (d, J = 6.0 Hz, 1H), 9.58g ppm (s

2007 40 C16 3- 2.74/ 1.77 ppm(m 2H),

dazo

Am nopropyl - 344 ppm (m 2H), 3.28 ppm 1-(3-Amno
am ne (m 2H) from?7.38 ppm propyl) 3- (6 to 7.50 ppm
(5, chioro=5-phenyt—7. 60 ppm (s, 1), 7. 81
€I dazol -3 ppm (m | 3eftidi: 08 ppﬁ126/yl)urd694(13)m (mBHD), 3.30
9.54 ppm (s, IH, 1p m.(s,| 1H) Cl17
4-(4-(Pyridin- 2.95/ @@&%Bﬁmg@n 363), 1.|9pm (masked,2H),3.60
3-yl)imdazol - 486 ppm (m 2H), B.26 ppm| ppm ¢ &4Hz, 2H),
4. 23 ppaoe{Qhldro=5- yl)putylamrie |7 Hz, 2H), 10rfr%)r??g? 37‘[ 750
- - L om m to
gpm t ’pﬁén‘;?-l%‘?iﬁ‘déz%l- 1-(6-Chlorof5 PP
ppm (m, SH), 7.58 ppm
3-y1)-3-(3~chloro-
(s, TH), 7.60 ppm (bt,J =
propyljurea
6 Hz, 1H), 8.07 ppm (s,
1H), 9.40 ppm (s, 1H),
12.41 ppm (s, 1H)
C15 3-(Imidazol-1- 1.94 ppm (m, 2H), 3.18

1-(6,7-Difluoro-5-
phenyl-1H-indazol-

3-yD)-3-(3-
(imidazol-

yDpropylurea

yl)propylamine

1-

ppm (q, ] = 6.5 Hz, 2H),
4.02 ppm (t, J = 6.5 Hz,
2H), 6.89 ppm (s, 1H),
7.21 ppm (s, 1H), 7.42
ppm (bt, J =7.5 Hz, 1H),
7.50 ppm (bt, J = 7.5 Hz,
2H), 7.55 ppm (bd, J =
7.5 Hz, 2H), 7.65 ppm (s,
1H), 7.73 ppm (bt, ] =
6.5 Hz, 1H), 8.05 ppm
(d, J = 6.0 Hz, 1H), 9.58
ppm (s, 1H)




5H), 7.58 ppm (s, 1H), phenyl-IHindazol 7.75 ppm (m

2H), 8.08 3-yl)-3-[4-(4 ppm (s, 1H), 8.37 ppm

(pyridin-3 (d,Jd = 2 Hz, 1H), 8. 47 yl)im dazol -2 March2007

yl)butyl]Jurea ppm(m 1H), 8.69 ppm (dd,J = 1.5 and

5Hz, 1H), 9.00 ppm (bs, 1H), 9.12 ppm(d,J =2 Hz, 1
9.48 ppm (s, 1H), 12.40 m (bs, 1H) 2 March

2007 41 C18 2-(Pyrrolidin-
1.99 1 384 ppm(m 2H),

2%

1.83 ppm (m 2H),

3.03 ppm yl)ethylamne (m

2H), 3.28 ppm (m 1- (6- Chl or o- 5- 2H) 3.56 ppm
(masked,—phenyt=tHindazol=aH7 from 736 ppmto
3- (91@ 3 (2- 7.49 ppm Qm 5H), 7. 62.74( pyr r|dl.THppm (m, Pph.81
(Is , 7.80 ppm y eth%q#)urea(bt,\] = 5@#2&-@'@28
g. 08 JT?%‘?’“"E’ 44, 10./d2 ppm
1H) , ppm (bs AdlincCl9 2, 5 D net hyl (n142ﬂ§/fr6h13?@8 ppm
gnd 1} glopphB-(6d, J = | pyrrolidi ne| 369 7 Hz, 7I—5|)O ( SH),
1 2H 1. 'to m m
gnd 61110ro-§)n11enml , 99 and o PP( o251
. m (s, 1H), 7.
1H-indazol-3- PP
ppm {m, 3H), 8.08 ppm
ylurea
(s, 1H), 9.54 ppm (s,
1H), 12.54 ppm (s, 1H)
C17 4-(4-(Pyridin- | 2.95/ 1.51 ppm (m, 2H), 1.90
3-ylhimidazol- 486 ppm (m, 2H), 3.26 ppm
1- {m, 2H), 4.23 ppm (t,J =
yDbutylamine 7 Hz, 2H), from 7.37
m to 7.49 ppm (m,
1-(6-Chloro-5- kP ppm
) 5H), 7.58 ppm (s, 1H),
phenyl-1T-indazol-
7.75 ppm (m, 2H), 8.08
3-y1)-3-[4-(4-
ppm (s, 1H), 8.37 ppm
(pyridin-3-
(d,J=2 Hz, 1H), 8.47
yl)imidazol-1-
ppm (m, 1H), 8.69 ppm
yl)butylurea
(dd,J = 1.5 and 5Hz, 1H),
9.00 ppm (bs, 1H), 9.12
ppm (d,J =2 Hz, 1H),
9.48 ppm (s, 1H), 12.40
ppm (bs, 1H)




2,5-Dinethyl 2.12 ppm(m 2H), 4.03 pyrrolidine-|
carboxylic acid (6- and 4.15 ppm (m 2H), from27 36112007
to 7.49 ppm chloro-5-phenyl (m 5H), 7.60 ppm (sM arc
1Hindazol -3 i n), 7.67 and 7.69 ppm yl)am de (s,

1H), 8.52 and 8.66 ppm(s, 1 H), 12.60 ppm (bs, 1H
Exanple D : 41

N- ( 6- Chl or o- 5- phenyl - 1Hi ndazol - 3-yl ) acet am di ne 33 ngy

of nmethyl acetim date are added to 50 ng of

3-am no- 6-chl or o- 5- phenyl -1 H i ndazol e i n 3 m of

dgcetonitrite and 12 of acetic] aci d. Feacti on

pl@8ed under 5 micr alidii-at | DH at 1E d@%mngn{ﬁlﬂ), 1.99

After| the usual treatyrents and purificati t h
dilich, 35 ng [= 384 Pput (,248%.03 ppm

of N- (- chl or o- 5- phenyyhdilylamihez ol - 3- yl )acehﬁﬂﬂgi,imlmm(m
gbtainped. 2 March 2007 42 Exanples D2 t¢
nr oduct-§0-681%BWSner e pbtai ned in la way equz‘ﬁii%ﬁ@PPI’é(maSked

D. N B 1l Lbpol Retention NVR nmat eri 36 t

[| M+-H] gp%?ﬁ?éﬁ%kor 0- 5- phenyl - [Et hyl 6- é‘?@i?&g?/% ppmto

r)pTo( 53-y17543102,- 1H | ndﬁzol -3-yl)-6- 2rret hoxy- 45!315;911(11195%&[) 7.61
1. t . ppm nmet hoxypyrazi ne-2- pyrazi ne:

- 5H), 7@6‘8"012%%1(‘3 car boxam di ne| car boxi HPER & 311)1?]80 ppm

(- 93 PABiKAurdd) . (bt,J = 5.5 Hz, 1H), 8.08

ppm (s, 1H), 9.65 ppm (s,

1H), 10.02 ppm (bs, 1H),

12.62 ppm (bs, 1H)

C19 -1 2,5-Dimethyl- | 4.08/ 1.10 and 1.21 ppm (d,} =
pyrrolidine 369 7 Hz, 6H), 1.50 and 1.61
ppm (m, 2H), 1.99 and
2.12 ppm (m, 2H), 4.03
and 4.15 ppm (m, 2H),

2,5-Dimethyl-
pyrrolidine-1-

carboxylic acid (6-

from 7.36 to 7.49 ppm
chioro-5-phenyl- (m, 5H), 7.60 (
m, s L m (3,
1H-indazol-3- >
1H), 7.67 and 7.69 ppm

yl)amide
. (s, 1H), 8.52 and 8.66

ppm (s, 1H), 12.60 ppm
(bs, 1H)

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

33 mg of methyl acetimidate are added to 50 mg of 3-amino-6-chloro-5-phenyl-1H-
indazole in 3 ml of acetonitrile and 12 mg of acetic acid. The reaction is placed under
microwave radiation at 180°C for 5 min. After the usual treatments and purification
through silica, 35 mg of N-(6-chloro-5-phenyl-1H-indazol-3-yl)acetamidine are
obtained. |




8. 24 ppm (bs,

1H)
8H) ,

(s,
(bs,
(bs,

Et hyl

9.27 ppm (s

1H,

8.12 ppm (m

benzam di ne 1H),

H)____

PERanfiAésA9X tabgat e (dd,

1H),

8. 43 ppm (s,
111)

111),

12.80 ppm (bs

8.69 ppm (bs,

9. : . 12,  1H) Dsﬁfl%zom
3.42/ from7.36 ppmto 7.50 benzinmi date 347/ p
7.64 ppm (s,

7.80 ppm N-(6-Chloro-5-phenyl

1 Hindazol
8.76 ppm (bs,
2 March 2007 43 D4

(m 5H),
5.0 and 7.5 Hz,

From7.35 to 7.50 ppm pyridine-2-

J =

-3-yl) 2H),
1 H),

8.24 ppm
12. 60 ppm

7.54

1H), 7.67

ppm (s, IH), 7.87 ppm (s, 1H), N-(6-Chloro-5-phenyl
7. {Helowd werdot édfﬂ' REReQlivatathe AN 7.5 Hz,

H%% B Keton yPrcloffind it e ooyl
Name Starting Retention | NMR

material time/
[M-+H]*

D2 N-(6-Chloro-5-phenyl- | Ethyl 6- 3.61/ 4.08 ppm (s, 3H),
1H-indazol-3-y])-6- methoxy- 379 from 7.40 to 7.50 ppm
methoxypyrazine-2- pyrazine-2- (m, 5H), 7.68 ppm (s,
carboxamidine carboximidate 1H), 7.93 ppm (s, 1H),

8.24 ppm (bs, 1H),
8.43 ppm (s, 1H), 8.69
ppm (bs, 1H), 9.27
ppm (s, 1H), 12.80
ppm (bs, 1H)

D3 Ethyl 3.42/ from 7.36 ppm to 7.50

benzimidate 347/ ppm (m, 8H), 7.64

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

benzamidine

ppm (s, 1H), 7.80 ppm
(s, 1H), 8.12 ppm (m,
2H), 8.24 ppm (bs,
1H), 8.76 ppm (bs,
1H), 12.60 ppm (bs,
1H)




10

15

carboxam dine ppm(d, J = 7.5 Hz, 1H), 8.64 ppm (bs,

1 H, 858 ppm(dd, J = 1.5 and 5.0 Hz, 1H)

ppm (bs, 1H) Examp le E: 5%&mwh2007
N- ( 6- Chl or o- 5- phenyl -| Hi ndazol - 3-yl ) - 3-net hoxybenzene

sul f onam de
mg of 3-nethoxyphenyl sul fonyl 48
solution of 54.1 ng of 3-am no-5-phenyl

Stage 1: 0.236 cnB of pyridine and 26.5

hl ori de are

added to a
-6-chloro-1-[(2

5 trimethylsilylethoxy)nethyl]indazole in 2m of

nmet hyl ene chl ori de.

The

reaction

mediumis stirred at

mhien

THe4 p

gossi bl
-[(2-(t

col or
et ent
1H, s
81-1,
.38 (21

H- i ndazol

termperature for

hrification of th
ghr omat ogr aphy on silic
et hyl enechl ori de/ acet o
e to obtain 70 npcRbodMtidfee

i met hyl sil anyl)e

-3-yI1-3 10 ne

ess foan). Mass

Fl]n(76t('3ﬂ6ro fﬁpgé‘ny'ln
.1@1 mdazolﬂ-yd)m d

t, J=8Hz),

24—hours a

eEthylide pro
a (el.uepnt:
ng&F%%ﬁgj Y
I hoxynet hyl
I hoxybenzen
spectrum 5
hut es.
7.58 (11-

d) ,
0.74 (2H, t

csul f onamn
A6[ Mr1- 1
" HNVR [ d6-
1,
5.63 (2H, s),

d—then vaporateo

duct by | From 7.35to 7.50 ppm

v)) mak gm' ?H), 7.54 ppm
chl or o- $¢ahgry3.0knd 7.5

-1
1H), 7.67 ppm (s,

0.7 g 11

304 ppab(dt, T = 1.5

3 Tna 530, 3, 8.30

J=8Hz) | and

s),

KO NS T T EMA Qs S A

gyythzStage 2: 01 cnB of 2N
DBarBdxakid@ey of 1N-[ 6-chl or o}
ri met hyl sil anyl) et hoxynet hy
vol -3-yl]-3 2 March 2007 44
et hoxybenzenesul fonanmde in 1 cnB
eactipn nediumis stirred at anb
8 houfs and at reflux for 1 hour,
he solid obtained is dried under
f N-(p-chloro-5-phenyl} I Hindazol } 3-
| ) - 3- et hoxybenzenesul f onam de (c

91-1,
ol uti
-(2- (1
+i nda

BAfadet, a8, 8.58

ppm (d, J = 7.5 Hz,

H@tws%pﬁlﬁ r(dd J=
t hen evaporat ed

vacuum { &-5gindes. @HaglH),

ol orl ess % 70(§)fm@s 1H)
e m 414 M+
it £l ¢ i” i

‘fRh g—Sm&g@jflrll%tiS&@ J?Qﬂlb %m&ﬁa&xg enzenesulfonam1de
10, 74(1H, broad s), 7.67 éél s 7.31- 7. 56 1011
s tage. 26236 1qm d)épyn@nqanc( 3 mgg 3-methoxyphenylsulfonyl chloride are

added to a solution of 54.1 mg of 3-amino-5-phenyl-6-chloro-1-[(2-
trimethylsilylethoxy)methyl]indazole in 2ml of methylene chloride. The reaction
medium is stirred at ambient temperature for 24 hours and then evaporated. The
purification of the crude product by chromatography on silica (eluent:
methylenechloride/acetone (98/2, v/v)) makes it possible to obtain 70 mg of IN-[6-
chloro-5-phenyl-1-(2-(trimethylsilanyl)ethoxymethyl)-1H-indazol-3-yl]-3-

methoxybenzenesulfonamide (colorless foam).
Mass spectrum: 546[M+H]"* retention time: 4.24 minutes.

'H NMR [ds-DMSO]: 10.96 (1H, s), 7.37 (1H, s), 7.58 (1H, ), 7.30-7.55 (8H, m),
7.17 (1H, dd), 5.63 (2H, s), 3.74 (34, s), 3.38 (2H, t, J=8Hz), 0.74 (2H, t, ]=8Hz),
-0.12 (9, s).

Stage 2: 1 em® of 2N HCl is added to a solution of 10.8mg of IN-[6-chloro-5-phenyl-
1-(2~(trimethylsilanyl)ethoxymethyl)-1 H-indazol-3-yl]-3- '
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The pharmaceuti cal conpositions according to the

i nvention are conposed of a conpound of fornmnul I

or a salt of such a compound, in the pure stateagﬁm%H2007
the form 10 of a conposition in which it is conbined

wi th any ot her pharmaceutically conpatible product,

whi ch can be inert or physiolaggically active. The

nmedi canents according to the invention can be

enpl oyed orally, parenterally, rectally or topically.
Us@etBYyHRBzdNBERfona®ideah i1 8mE 8 RehhAdI O fe@dtiodmddium is stirred at
admnistration, tablets, pills, powlers (of hard )
gednabipni terapaiessior 43 bpes 9hd afrrefwafnnlldwur, [then ¢veperated. The solid

B g e

di yiysih&ho5betreassusibadhide (€Rblddh Q51RY). sucrose, |actose
or silica, under an ar gon stream These conposi tions

Caad OctAMTRI1upA-+BIyb s dffoR Sint: BOY rhinaRs t he dil uents,
for exanple one or nore lubricants, such as nmagnesi um

st r . , G [ r741.

o eIy, e o QR A Ao o B L 5731

f of.5®¢18H, ag 7i20i($Hy ad), A7 (3, Phar maceutical |y

accept abl e sol uti ons, suspensions, enul sions, syrups
anthegdhakhicui@ipompodiordsaesdrding itd theiinienticnl afe d@snposddasf,a

et hanol, glycerol, vegetable oils or liquid paraffin.
THESPOURY pladhor azalt obsshiacemporad. i theuss sate of Hufhe form
t ot o antSgiSn ol BhicRIATRORLHED itk oFP Bl BB isally compatibi
stmodileg widcpesi td iaas of phiyspdosgadlgraativa dike mesicaatentsraceading to
preferably be solutions i agqueous or, nonagueouys

{ dPiinve g pmrlayed el §r pHEnonlE. teplpr HRUEIY as

solvent or vehicle, of water, propylene glycol, a.
pdVsean bemady py salid comngsitions for gral gdmiristrafigpy tablgisgpills,

ol i . ) _ . far -
cciyTieR (o B Sy R ARG RR WBlrblcs; B WBBpBsiions,th
Theetiee pximgis st donding tathe dhsnticwiypnixsd wittj one @n treore inert Ailuents,
March 2007 4@ articular wetting, isotonizing,

enFR ps SRRk, ce P‘g’ﬁ%rs‘é?fﬂ& tpse pE#fiea, pndey agsrgpncstream. These

St @hidokifighd G LRtoRfr3aEitseHcQUthdr ThRAUE BtheR YSp exbPble one
exanpl e by aseptic filtration, by 1 ncorporating

stamdre hibnigartgenclsad magiesivoosipayate oF tlg, atpplarant aaleeating (dragdes)
or_by.heating. They can also be prepared in the form

of &894 e solid conpositions which can be dissol ved 5
at_the tine of use .in sterile wate r. agﬁ.oth

. r : .
i iy Ecpabbemate At avifeampmitiodot FRpEIRIPISERECT St Pharpiaggutically
\‘j\‘%{&gf?t@&lé S1hhs AR RpSHRIRG STk A b RS sRlipd KRl Aixirs BBPHSAg inert

diluents, such as water, ethanol, glycerol, vegetable oils or liquid paraffin. These
compositions can comprise substances other than the diluents, for example wetting,

sweetening, thickening, flavoring or stabilizing products.

The sterile compositions for parenteral administration can preferably be solutions in

aqueoué 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 orgahic esters, for example ethyl oleate, or other

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




conprise, in addition to the active product,
exci pients such as cocoa butter, sem synthetic
gl ycerides or polyethyl ene glycols. The conposi t%l\gﬁ@hzow
for topical admnistration can be, for exanple,
creans, lotions, eye 10 drops, nouthwashes, nose
drops or aerosols. A subject pmtter of the invention
is the conpounds and their use of am noi ndazol es of
for mula (1) and their pharmaceutically acceptable
o . s,

o arbSeldh hotfnb i 2R e Ay B BB ehd Blliing agenes

\Mﬁte}hllzaasn lctm be canriedioutab severa wvags tiovéxaynple bikasepiiesltration, by
t.hose involved in

such as, .for a
nelfYaYgEne et GaD apuiadas > CORPRATHIORePY g"fﬂé}ageagéby heating. They
Patakialld MR prefhr&FRTRe fofn'il(?i?tsféﬂ?erdoﬁﬁ %bmpgﬁff@lﬁt\#ﬁch can be dissolved
corti cobasal degeneration, Pick's disease, strokes,

5 ¢ railicatime pfusspi sterile watauoreesy atfr pmqt:piﬂ@stamle medium.
neur opat hi es, obesity, metabolic diseases, type ||
di "ﬁtmeioﬂmosumﬁs fortrecad] atiyjpesttation iarmsuppd)slmmeusmi mctal dapsules which
car di ovascul SI di sglgses ol ycystic ovarjes Bdr one,
SyHoaRBiTE 1k ad frEyedeqrch R clpigissuch %?)C%"B

tivity, of, for
e S A B e BB e et o of oK, and
t I c
e ek I S5 ST M O s, o
10 aniiomy, nmudwmhespnosafdrmwmdmgﬁﬁer ative di seases,

Al zhei mer' s di sease, Parkinson's disease,

f roBEeR mif{eabf She iRhiiéh isGR EdngsRaddhndiReie U8S dlantieindazoles
Pick's 25 di sease, strokes, cranial and spinal traumas

m.f foraylp 2 rad theaphaaachitically sereptable saltyiax the preparation of
eSS tida BSmbLSI{f'&g D&t fGed 16 gfe‘%)gﬁﬂ A &&Pﬁ&éﬁé&%}ﬁ@ result from

er OSC erotic car di ovascu | Seases
O\mrabﬁsmql adtivityeof kinyusel; such aX, for examiple; CthiﬁSeQnﬁj‘l@@d iand
cancer. 2 Nhrch 2007 = 46 The doses depend on the
15 gaeprodgeenerative dissases.alzhrimsr 5 disease: W@mﬁ%%@lﬁ%% fegptoparietal

OrHehﬁﬁna %@m&&m%l ?é(%:ﬁé}aﬁ&y tP?ckgéa%Qeasé Q%Xkér @raﬂi%f‘ﬁ{daépkﬂél

bet ween 5 per oral 'y for an adult
wittanmas iahd ﬂcmdmrai antgnp@hlﬁes m’meﬁtyr;rgletaboﬁtsalsmgea;tymdi dmbetes

bst . CGe t t
5 H SR A et Alnitosclbtafin STl hseilar disSeS sl gries
als%%ﬁeo #hﬂforﬁ@ﬁt ﬁﬁlﬁuﬁﬂl@ﬁbf@h@y drd dahi@rsubj ect to be

treat ed. hefollovvlng exanples illustrate
20 CHUTRRRINhA Be AGEQ RS hRbrindl Lilie aBYRRE b8 For example, that of PI3K,

AKT or GSK3beta, of CDKs, and the like.

In human therapy, the compounds according to the invention are of particular use in
Ithe treatment and/or prevention of neurodegenerative diseases, Alzheimer’s disease,
Parkinson’s disease, frontoparietal dementia, corticobasal degeneration, Pick’s

25 disease, strokes, cranial and spinal traumas and peripheral neuropathies, obesity,
metabolic diseases, type II diabetes, essential hypertension, atherosclerotic
cardiovascular diseases, polycystic ovaries syndrome, syndrome X,

immunodeficiency and cancer.
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EXAMPLE A Hard gelatin capsules, with doses of 50 ng

of active product, having the follow ng conposi.t, 0Ny 2007
are prepared according to the usual technique: -
Conpound of fornmula (1) ‘

. .administration route used; they.are generally. between. 5 mg agd 106§ mg per day

Coolrgli)}! %?lan %clhlﬂ{ &t unit doses ranging from 1 mg to 250 mg of active substance.

. -Hard gelatin capsules, with doses &f S®mgof ARk prBdubdHa®ing thavolldwing
doses of 50 ngy of active product, having the follow ng

c SAPWeSitipD Aregrepargtaceerdiy tedhaewel @rlaaued t he usual

techni qltec):mﬁou% %P?o%ﬁlao(f[) Formula (1) e 50 mg
oo e Cellulose 5O AGLOS errrrrr oo 18708
T e LACHOSE s ennecaneareseanareanay 1G4rrg55 mg
Cel 1 Ul Q&) HOIAA] SHCA. v vvvverreseeeeeeeee e seses s ssssseesssssss s ssesseeseeses 1 mg
... .. ~Sodium carboxymethylStatch. .. .......c.o..cuerers AOrsMGhrrnmeversnrern 10 MG
PO' yVI qQI%?c 10 mg

+ - Magnesium stearate w.i.ii i it s 10.nm,. 25 -.S0diumi mg

car boxynethyl starch

....... ~ LACLOSE cueerrivre v crsmsemeime e 2o M n G MLXE LR ...QF.LL 104 mg
hydroxy/rggilh | cel lul ose, glycerol and titanium 30 oxi df

(72/ 3.5 f u eqsforlZMarchZﬂ()?thoated ........... Omg
tabl et goERi&Ied 10 245 ng EXAMPLE C An injectable 1omg

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

sol ution conprising 10 ng of "active product having the

f ol | owi-rigdivh cobpomidhydsiaich .pr.epar.ed....ConPoUNG...of ... .... 22 mg

forrrull a-I’Ilaﬁz rrg ........................................................................ et esienens 10 mg
- Magnesiunm StEATAE ..veerveorivorisiiiisnmenmiioienreseeesesnssssessesessssas 2 mg
= CONOIAAL STHCA +erevereereerererereesereses e eeeesesenassrsssnes eeeeneeoneeeereeenes e 2 mg
- Mixture of hydroxymethyicellulose, glycerol and titaniﬁm

oxide (72/3.5/24.5) q.s. for 1
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Benzoic acid

80 g - Benzy P Mareh2007
al cohol

i . ... ........ 0486 m - Sodium benzoate
... ...........'80 ny 10 - 95% Ethanol
....... Coatedtabletcmnpletedto245mg
................................. 0.4 m - Sodi um
hydr oxi de

CEXAMPLE et

B irararara-a 24 ng - Propyl ene glycol

- -An injectable solution-comprising. IO-m% of active product having the following
.......................... 1.6 M - Vater

g (S for 4.m The present invention al sojg
t el at es (%o(gnq%ugdﬁtfg%ng@.laf 1) it esc o nesansemtesnpseesranenapee g aneszonepessies mg

of 15 -Beagsisasidi.n..whi.ch..a.phasphor.yl.ati.on..af..t.he..t.au80 mg
protein _is involved by admnistration of a conpound0061111
of for mAcazyl|gcokply- i-t-s- phar-naceuti-catty-acceptabte- Y

salts. _ & WO 2004/ 022544 48 o, 80
PCT/ FR2§8%‘SQ%%§ émr'ws """ 1 AT Esipound "of " or il a e
(1): N-@3% Ethandd..(=).......n..uhi.ch..5..R3..i.s..a..{ 1.6 C).al. kyl., 0.4 ml

aryl, aryl(1-6C) al kyl, heteroaryl,
heteroéﬁ%ﬂ%@lgﬁ&%@ﬁgPT"ary#"or"mhereroaryT"fUSEU"TO“az4n@

(1-100). peyshar!dydor heterocycle, heterocycl oalkyl.....1.6ml
cycl oal kyl,” adamantyl, polycycloal kyl, al kenyl,

al kynyl_; RIR2, CSNRIR2, COORI, SC2R1, C(=NH) Rl @4 4 ml
O =NH) NI%JQQ\I ........................................... s.for 4m

radi'caly 'thése radi'cal's optionally bein

suhstituted by. 1 or S '

el gt G e Rl BB} o Rl reatment of
SO PR SN o ) IR N ermistion
- of geprpoundgiforpp (1) apd jis gl(imrtaé%&ﬁ&ly : C%B{aaeé&% e,
fornyl, trifluoronethyl, trifluoronethylsulfanyl,
trifluoronmethoxy or (1-6C)al kyl; R5 and R6 are,

i ndependently of one another, chosen fromthe

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

COOH, C(OOR8, -O-C(OR8, NRBR9, NHC(O R8, C(O NR8R9,
NHC( S) R8, C(S)NR8R9, SRS, S(O) R8, SO2R8, NHSO2RS8,
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S2NR8R9, -O SO2R8, -SM2-0OR8, trifluoronethyl,
trifluoronethoxy, (1-6C)al kyl, (1-6C)al koxy, aryl, 12007
aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6C)al are
heterocycl e, cycloal kyl, al kenyl, al kynyl, adamantyl
or pol ycycl oal kyl ; these radicals optionally 20 being

1 or nore subsyiktuents chose
ha %%%Ml% NH2, OH, O%? 0, COON, C(g)cfazgg‘,zooyoozsss
“O C(ORLO, NRIOR 1, NHC(O) RL0, C(O) NRLORLL,
NHC(S) R10, C(S)NRI ORI 1, SRI O S(O R10, 502R10,
NHSCRRI 0, SO2NRI ORI 1, O €BAEYS, - sp-O R10, aryl,
heteroaryl, formyl, trifluoronethyl, trifluoronethoxy
orl. Aleca@oahd pf fordulEich 2007 49 R, R2, R8, R9, RO
and R | are, independently of one another, a
hydrogen, (1- 6C)al kkyl, aryl, aHk I, al kynyl,
het eroaryl, thensel ves opti onal IN"B& ng substituted
by 1 or nore substit&nts se from hal ogen,
(1-60C) al kyl, (1-6C)al kox}y, CN, Ne, NH2, OH, COCH,
COQal kyl , CONH2, fornyl, I uo onet hyl ,
trifluoromethoxy; 5 Rgant~R R8 an R9 or RIO and
R11 can forma 5- or 6- msnbered ring Whl may or nay
not have a heteroatom such as 0, S or N, and, when R3
i dnavhchnmenber ed ni trogenous heteroaryl or a thiazolyl
or an imdazolyl or an oxazolyl, then at |east one of

t hﬁ Ra (&M&ﬂgylgm@u ml'(l%@)mllgﬂ,ﬂietenbm}b hé:tslzroaqp(lic -6Mallyy, aryl or
Sg‘1 stit ultf(éqd %@ﬁl lﬂﬁglg)r{ci@aﬁ]gﬁ’st ltuents.c osen 5 OHGI ycloalkyl
N%%%%%OBOI&%IW %@n(}b C@%mmo R3. COORI,
NESGRR1 O(=NIBBANRI GIQ%M{)N—I@ BORRLGhese Bealy Giitﬁ),naﬁy w:mg

het f trjfl t

orubsiiiaed b kpr et sttt ChERR Sl hatodes, CNNGRELSH, R,
dicasoar éﬁg e t@- Rtl RN RO NHE(OFR1, Id(@)mwm NER S SPORR1,

15 its euticall acc table salts’
ccﬁﬁIBdnHH@&RbﬁrﬁmﬁU( | CRNBIR?, NBCERL)- O SEhi-88-OR1,

aryl, heteroaryl, heterocycle, formyl, triflooromethyl, trifluoromethylsulfanyl,
trifluoromethoxy or (1-6C)alkyl;

R5 and R6 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)NRS8RY, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8E, SO,R8, NHSO,RS, -
SO,NRSR9, -0-S0,R8, -S0,-0-R8, triftuoromethyl, trifluoromethoxy, (1-6C)alkyl,
(1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle,
cycloalkyl, alkenyl, alkynyl, adamantyl or polycycloalkyl; these radicals optionally
being substituted by 1 or more substituents chosen from halogen, CN, NO,, NH;, OH,
OR10, COOH, C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11,
NHC(S)R10, C(S)NR10R11, SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11,
-0-SO;R 10, -S0,-0-R10, aryl, heteroaryl, formyl, trifluoromethyl, trifluoromethoxy
or (1-6C)alkyl;
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R3 is a (I-6Calkyl, aryl, aryl(1-6C)al kyl,

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

heteroaryl fused to a (1-10C) cycl oal kyl, heter ozcwcg,zom
het er ocycl oal kyl, cycloal kyl, adamantyl,

pol ycycl oal kyl , al kenyl, al kynyl, CONRI R2, CSNRI R2,

COOR1, SCZR1 or C(=NH)NRL ragdigcal ; these radicals
optionally being substituted by 1 or nore

substituents chosen from hal ogen, CN, NO2, NH2, OH,

O%S m Rg&@@#&glare %O@@derﬂg%ne M%&%c}r%?n, (1-

C(GB))NFR&Rﬁryl NHGHS), RikynylOhSERRAY ], th&GR:1 @skptiosalyl heing substituted
----------------- 007

gg:gyfe ]Lgrntg}gre sblkgltueinltq qqoaq_pr%%lhﬂgﬂgen (1- 6C)a,lﬁyllv?lr 88) oxy, CN, NO,,

t erI% l{ﬁll%@b!ilb/ b@@eﬁl%ﬂ)@@N‘i—fg,' fol f AIBERENUSY, trithroromethoxy;
6C) al’kyl: R5 is an aryl optionally substltuted by 1 or

aile@fl‘%f B%%IH& %?8;‘] gﬁ gnﬁ Rg?‘%;fc%gbé‘s ﬁﬁl%%g Mg which

NHEfORE8y ndHEYy \RbERbAonINGRF0S oNS) NRLORL1, SRI0,
S(O RLO, SO02R10, NHSO02R10, SO02NR OR11, - O SO2RIO,

- S0d; WhéRlR3 id §menitRicdmiasgdnous haedytyl or a thlazolyl or an imidazoly}
trlfluoronethyl trlfluoronethox%{or (1-60) al k R6
i oranexazsldnthenat Iegat ong glthe RSB IR6 goRupsdsian ael M@i@;h is

BN 5 o R oy g .5
ar@H, (DRG:J&,;IE(DOHnU(@)CﬁH( () Re- Cé(ﬂl)l;lth%rNRthMd Mﬂé(m)R:O
( frépﬁém 6% 1 ofitorit e aft ko, S BIb S SR mEsoR10,

i\g 16R14 S- @@@?ﬁﬂ) fS@%IU:'Ri@gz?ﬁ hétéro@&i %MI trlﬂuoromethyl

C) al koxy, CN;

| Ccmlﬂﬁorofrmﬂwbr or 6b6C)atloilf | uor onmet hyI or

trifluoromethoxy; RL and R2 can forma 5- or

6-itvaadraiated, enangombisald dimaerevisomiys ol thiawdxiareslifs tautomers and
heteroaton] ch as S or N its racemates,

ert @@W’él@ﬁy&f’%@f leeBltSoners and their nixtur es,

its tautoners and its pharnmaceutically acceptable

s & Bscompound ebeuldDof formula (1): NR3 R5 )D

H-R3
R5
\/N
R6 N 0

in which

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONR1R2, CSNR1R2, COOR1, SO;R1
or CENH)NRI radical; these radicals optionally being substituted by 1 or more
substituents chosen from halogen, CN, NO,, NH,, OH, OR1, COOH, C(O)OR1, -O-
C(O)R1, NR1R2,INHC(0)RI, C(O)NRI1R2, SR1, S(O)R1, SO;R1, NHSO:R1,
SO,NRIR2, C(S)NRIR2, NHC(S)R1, -O-SO,R1, -S0,-O-R1, aryl, heteroaryl,




10

15

20

25

\N R6 H(I) 20 in which R3is a (1-6C)alkyl, aryl
aryl (1-6C)al kyl, heteroaryl, heteroaryl (1-6C) al ky|

aryl or heteroaryl fused to a (1-10C cycloalk?%%m3h2007
het erocycl e, heterocycl oal kyl, cycloal kyl, adamantyl,

pol ycycl oal kyl , al kenyl, al kynyl, CONRI R2, CSNRI R2,

COOR1, SO2R1 or C(= NH)NRl rag caI t hese radical s
optionally being substituted by 1 or nore 25

substituents chosen from hal ogen, CN, NO2, NH2, OH,

TRy e e Sish e sy, Ay O (F
SENRKRRE, C(S)NRLIR2, NHC(S)R, -O SO2R1, -S02-O-R,
aryl, heteroaryl, fornyl, oxo, trifluoronethyl,

trrg islﬂﬂf@f[&ﬁaﬁyﬂlzﬁlﬁ stiBdtithted bi] i1 for Wi Bitistimsits Ohosed from halogen,

6C).al k RS h t | | bstituted by 1
orCHONG: 0B O efts CLNOE e EDHm -SSR0, i R,

PR o, £ B Rt SRy

S(SOR10, NHSQER1Q, SONNBAIRR1 0, -CEERHNIRIE F&Gz-O-KJ:(BWeroaryl,

¢ TPt BB PRSBSOS COIE: - 60 al kyl ;10

R6 i s a hal ogen, nethyl cyclogropyl CN, OH, neth tg
t R4 isedranasenpethyleeyo/insppyl, CNaOBL pethoxy, trifluoromethyl, ethylenyl,

;:a{é:g yﬂa?lgg gﬁgl{gﬂ?%?‘nhg% No(ﬂr\#g%glf% oF W@z Qﬁéag’r bhe rFfl and R2
'm%%éﬂ%ﬁ%eﬂﬁy iRt o, e@@a%ygm%w

vl HERdtGo&iD SfsbRvesbadnane Bei adayy 1
Bt A Sl v I | o

COOH, I
Gty slighen o halogﬁml(b&@ﬂkﬂhgfll -6@Jalkoxy, CN, NO2, NH,, OH,
t r(IJ(Bb rt%{]f?atl \/\HHR foﬂﬂ %oﬁnlgguc%%{n%gl ér tn?l{loromethoxy,

h uch r N. its. acenates

ﬁ%ﬁ ek BG5S 8&%?%@5?@?@% AR iy P 2

| tiRtdraddb@NRIch ad 0JS ok NS phar maceutical |y acceptabl e
salts. 20 4. The corrpound as clainmed in claim1, which

| StsGHQSEHes! Effliomers or diastereoisomers and their mixtures, its tautomers and

its pharmaceutically acceptable salts.

3. A compound of formula (I):

H-Rr3
R5
\/N
R6 N 0

in which

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a (1-10C) cycloalkyl, heterocycle, heterocycloalkyl, cycloalkyl,
adamantyl, polycycloalkyl, alkenyl, alkynyl, CONR1R2, CSNR1R2, COORI1, SO;R1
or C(=NH)NRI radical; these radicals optionally being substituted by 1-or more
substituents chosen from halogen, CN, NO,, NH», OH, OR1, COOH, C(O)OR1, -O-
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N-(bicyclo[2.2.1

] hept - 5- en- 2- ylnethyl) 6- chl or o- 5- phenyl -1

H i ndazol - 3- am ne

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

H i ndazol - 3-am ne 6-chloro-N-(3

- phenyl propyl ) - 5- phenyl - 1 H-% dazol -3 -am ne
6- chl or o- N—(cyclopropylnethyl)-S - phenyl -1 Hindazol -3
anlne

GO ﬁ?&?%yﬁ&‘%@“{ s RS T e

HS(’M‘IMM B:(&)Nmz NWSCPRQ -S-{QJRInyS @S- OVRID “dﬁflpﬂmﬂfmhwl,

tJBTﬂI ?&Q\Ere linﬁ{fglgﬁ {;/a q;qu,r?lgtﬁglsbl%fgwwtﬁ_ﬂ._uoromethoxy or (1-

pl-3-am ne 6-chloro- N propyl-5-phenyl -1
Hldr?gﬁgol 3-am ne

6- 181 32& zp%l J-}gl(oirtlgn;llysmgstdt?éa t@)? LSO bRt E¥hes cRodA SR hélogen

2 March 2007

| o @:m ) NOQ-NHY, OH, @mo OO OOR 10; H40ieyR10, NR10R11,

o B R RN By NG VB 106 CLNRIGR SR AC. SR 18az
ol Sé)’ é{gz o]ﬁﬁg()gR?@ ! SUZW'OQQ '11 ey b@?ﬁﬂy l 9:025()9@?0"%})71 1heteroary1

Hn
6-fotmydy wifNefdndetiryl atnidjobenmydthorytdry16CHklkyieny| - 1

H-i ndazol -3 -amnm ne

ﬁf{\d lg'aClﬁlldgEﬁ) nhahyll rvadpiypyl; GNCOHD ketHoxpeifiyibroinethyl, ethylenyl,
i ndazo

6-%¢eiylsnyl W@R@WWM@W@WM@I mpdigalppeny - 1

H i ndazol - 3-ani ne 10

6-Rhansk B2 peef indeendentlyafropmenetbsy p pidiagen), fEOhyalkylsargh alikenyl,

yla]l%?gg. q%ge l ?.r%fa%{gn lveyﬁétﬁrla % ? g@tl;é 1tu§ecplgf Y} inbre

EL sﬁbéécﬁﬁéhltd\bl{oééh fr&ndianigb@ r(wt&)ﬁlkyl), (es0)lkoxs; ONeNY, - NH,, OH,
I Ndazo

6-CP a&)lﬁ@*@@Nﬁz{ formyk pre. tidnespmethy! 9rdngTomEthoRy)

]1-1 H-|ndazol 3-am ne

6 R;lhflﬂtdr%? paf formal Su o bppembargdrang phichBngyra gy ot have a
%ﬁ%ﬁlk@fgg} Q’ES%?FW phenoxy) phenyl net hyl ] - 5- phenyl -

N%'é?ff%ﬁa?%, S O iR TGl PR s agRep and

Hiisifad@dcediqlly Ace table salts. _
6-chl or o-5- phenyl -N-[[ 3, 5-bi s(trifl uoronethyl)phenyl] m

6  tht od Ebdrﬁﬁéﬁlm&f le?t e S e o ey ] et hy
A AR R aTb T et sy aphign T gl e
o i TR0 oy T FRERA -2 Beny ! -1 i ne

2Z§WﬁP351ﬁ5PPwYéMPW15fnheaybﬂé AP ATINE. 5- pheny! - |

H i ndazal - 3-
6-chloro-N- (cyclopropylmethyl) -5-phenyl-1H-indazol-3-amine

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

“6-chloro-N-[3-(methylthio)propyl]-5-phenyl-1H-indazol-3-amine

- 6-chloro-N-(phenylethyl)-5-phenyl-1H-indazol-3-amine
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N-[ (4-chl oro-3-fluorophenyl ) et hyl]-6-chl oro-5-phenyl -

1 Hindazol - 3-am ne

6- chl or o- 5- phenyl - N- (3, 3, 3-trifluoropropyl)-1
H i ndazol - 3- am ne ‘

6- chl or o- 5- phenyl - N- (3-t hi enyl net hyl ) -1

H-i ndazol - 3-am ne 2 March 200y 53 N-(bicyclo[2. 2.
1] hept - 5- en- 2-yl net hyl ) - 6- chl or o- 5- phenyl -

1H i ndazol - 3-am ne

N dnidic I @RIy thaothTRS BB AESY Sulfeny! - LH i nda
g-@g@gﬁ@&ﬂ@miaaqzapmq&yI J methyl ] -5- pheny! -

2 March 2007

Né—ﬁﬂé@éﬁl@ B;Sﬁ,? g%n- -plafllord 3)1) 84 en)(r)[r ﬁ{-mdoazc%%llﬁnjhe hydrate

I GRRRTY q&ﬁﬁfh%“#b%%ﬁ)-émﬁﬁ@%éﬁm%& gty 170

1-methyl -1 Himda Pl/ thenyl
H-O-etderegN=1 &t~ g}ﬁlﬁ)éyphenyl)methyl] S-p cniyl-1H-indazol-3-amine

6-chl oro-N-[ (1-met hyl -1 Hi ndol - 3ylgrrethyl] 5- phenyl -
H-6-¢lderooN-= Q;erim@thyg 5-phenyl-1H-indazol-3-amine

6-chl oro-N-[ (5- et hyl - 2-faranyl ) net hyl ] - 5- phenyl -1
H-G-chdemel -[@—ayﬁnnphe:t@l)methyl]-S-phenyl- 1H-indazol-3-amine

6- chl or o- 5- phenyl - N- (1H pyrrol - 2-yl met hyl ) - 1H i ndazol -

3 -W%ﬂoﬁpl@dﬂyl)fr&t}ﬁdp@eﬁkbfo-ﬂpﬂléﬂyl— 1H-indazol-3-amine
H i m dazol -2-yl )nmethyl]-1 Hindazol - 3-am ne

6-6cé1ﬂ&bqwr5[530ﬁ@ﬂwkyﬁﬁen&12éeﬁiyl]m -plengl-1 A=ilidA0R 8 dide 1

H i ndazol am ne | or o- 5- phenyl - N- (1

HgoHi a6 - I{PT ?thﬂﬁ&%ﬂe)ho%yjﬂhbﬁ;iﬁﬁ&hyﬁ 58 HeP- 1 H-indazol-3-amine

2-nmeth

Hg\’l . ﬁ?& %l'oflo ¥ o iRz e miho fhabRORARby PR A

PGB 8 ok e e diad)
e T ogoﬁi%ymhé?‘wbho RS b byl Kindazol3-amine

;. o ihicrosil et oo bhduyt-1 Holndadors g | > "
6 chI oro-5-phenyl -N-[ (1

OOt N1y~ msﬂphepomphwﬁmm phenk] Hindazol-3-amine
4-[5-[[[ 6-chl or o- 5- phenyl -

HN-(Ha2 L4 ,3,4yhepmﬂlunm])myﬂ)h§fb]}doﬂ)r51pham+I]H-lndazol -3-amine
benzenesul f onan de

6-vedhl@o - pheplybNy[[3 S-S it thioesmpé thyhpheny Hihethyl]- 1H-indazol-3-amine
H i ndazol - 3- ani ne

6 -6Cdhl 616 G-Bhep B[ 3 {rifudraphaimt) phkahymmtﬁ?@qlﬁ ﬂﬂﬁdl%ﬂmb
]-1 Hindazol -3-am ne ethyl 2-[[[6-chloro-5-phenyl -

Heldmiaa ay {@s ;ylleﬂhaﬁwqi Pﬁ&?b}hﬂeﬂ@i](ﬁﬁh&%ﬂlhm L @llazbl- |3|=an?1§e

i m dazol e-4-car boxyl a
6-chloro-N-[(pentafluorophenyl)methyl]-5-phenyl-1H-indazol-3-amine
6-chloro-N-[[4-(methylthio)phenylJmethyl]-5-phenyl-1H-indazol-3-amine
N-[(4-chloro-3-fluorophenyl)methyl]-6-chloro-5-phenyl-1H-indazol-3-amine
6-chloro-5-phenyl-N-(3,3,3-trifluoropropyl)-1H-indazol-3-amine

6-chloro-5-phenyl-N-(3-thienylmethyl)-1H-indazol-3-amine
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2 March 2007 54

6- chl or o- 5- phenyl - N-[ [ 5- [ 4- (trifluoromethyl)phenyl] - 2-
furanyl Jmet hyl | - 1H-i ndazol - 3-ami ne WMLIC%ZOOF/
6- chl or o- 5- phenyl - N-[ 2- (1- pi peridinyl )ethyl]-1

H i ndazol - 3- am ne

6- chl or o- N-[2 (4- nor phol | nyl)%tShyI] 5- phenyl -

Hindazol -3 -amne 5

I\I-(6 chl oro 5- phenyl - | H-|ndazol 3-yl)-N -(3,5-dichloro

K%laiz’a{)ﬁ? w§ﬁ-ﬁq€l‘%g or op l}(rn:l)aS-phenyl 1H-indazol-3-amine
ﬁl}g-ﬁ&g‘blsﬁgny? ﬁg)yllﬁe%(lah eﬂﬂ?rr?e% Hlﬁ:riyllﬂllél-mdazol -3-amine
#ﬁ‘%ﬂ?fé’g&[ﬁi Ed@%gﬁpf%%llmgbi&qu ﬂiy?f] -pLenyl lg—IA:m%Qzqu %Xe}ﬂﬁme

Hi ndazol - 3-yl) - &(4- met hoxyphenyl ) net hyl Jurea 10

N2 S BRI  HgEy SR L OO Uor o

met hyl)phenyllurea N- (6-chl oro- 5- phenyl -1 H i ndazol -3

- yi-ghlpgo-J-pheny hbﬁ{g,—;ﬁp]myln)@jh)gla-lH—lmldazol -yljmethyl}-1H-indazol-3-

N-ag]ﬁll} hl or o- 5- phenyl -1 H i ndazol - 3-yl )-N -cycl ohexyl ure
%6 chl or o- 5- phenyl - |

Hé s %yﬁvi“w PR aﬁ%&p&f;ﬁ fERiRAETY-adine
AT -@eﬁw‘f O ndsi Bpe 15 phémitlindazol 3 aRRhe "
H-|ndazol yl]-N-(tricyclo [3.3.1,.13" 7 ]dec-|
- yrghlereaN- [(@ r(neﬂldhﬁrfwzanﬂ)tph@ﬁuri-nhenyl -1H-indazol-3-amine

H i ndazol - 3-yl ) - N - (4- net hyl phenyl ) urea
NG éhletor Dploersl-ph@ il pyriol-2-yImethyl)-1H-indazol-3-amine

- Hindazol - 3-yl ] - 4- et hyl - benzenesul f onam de
NGl ailol Bploertyl-phE hif tintidazol-2-y])methyl]-1H-indazol-3-amine

H i ndazol - 3-yl ] net hanesul f onam de 20

M—ﬁﬂ@tﬁLﬂpﬁmﬁi-NhRDHlimﬁddszd@Z)ﬂ{eﬂ%dylI]I-iﬁdaﬁbD&aﬂﬁhw| f ona
m de N-[6-chl oro-5-phenyl- | Hindazol-3 -yl]

L3 1 -
[ g&-%lrlflgrﬂc') bfééng!ﬁgﬁﬁm%ﬂﬁﬁﬂ 3% ﬂﬂﬁ:@ﬁﬂﬁleihdazol 3-amine

HGL%H A JE[ %Ebﬁ?lﬁ'}h%@ﬂ@ﬁ@ %ﬂ‘]lrﬁéﬁ{}@]% DBenyl-1H-indazol-3-amine
N [-{31?% o';[éz%hF‘,’EZ‘%ﬁ?@%%f-mw%l—4—yl)methyl]-s-phenyl-lH-indazo1-

H3iaidiazol - 3-yl ] -4-(trifluoronet hyl)benzenesul f onam de

2 March 2007 55 N-[6-chloro-5-phenyl - _

HeL o -phenyl-N- 2 pBerlyd- A ¥RZERIdN 20l 42y | hé R a PREdhidiadthiie

e
6-chloro-N-[[5-(4-chlorophenyl)-2-furanyl Jmethyl]-5-phenyl-1 H-indazol-3-amine
6-chloro-5-phenyl-N-[(1-methyl- 1 H-pyrrol-2-yl)methyl]-1H-indazol-3-amine

4-[5-[[[6-chloro-5-phenyl-1H-indazol-3-yljJamino]methyl]-2-furanyl}-

benzenesulfonamide
6-chloro-5-phenyl-N-(3-thienylmethyl)-1 H-indazol-3-amine
6-chloro-5-phenyl-N-[|2-phenyl-1H-imidazol-4-yl|methyl]-1H-indazol-3-amine

ethyl 2-[[[6-chloro-5-phenyl-1H- 1ndazol 3-yllaminojmethyl]- 5-(methylthlo) 1H-

imidazole-4-carboxylate
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N-[ 6- chl or o- 5- phenyl -1

H i ndazol - 3-yl ] -4-fl uorobenzenesul f onanm de
N-[ 6-chl or o- 5- phenyl -1 Hindazol - 3-yl ] 2 March 2007
- 4- met hoxybenzenesul f onam de N-[ 6-chl oro-5-phenyl - |

H i ndazol - 3-yl ] benzenenet hanesul f onam de 5

N-[ 6- chl or o- 5- phenyl - 1Hi ndaz@l,- 3-yl ]-1-nethyl-IHimd
azol e-4-sul fonam de N-[6-chl oro-5-phenyl -1

H i ndazol -3-yl] -4-(lI

Nﬁ.%@%%%giéﬁﬂ%E[gﬁgﬁg—lﬁﬂfﬁ&ﬂﬁ%@ﬁyl]~2uﬁ1rany1]methy1]-1H-indazol-

H-3-adazol - 3- yl ) am no] sul f onyl ] phenyl ] acet am de
N-[ 6- chl or o- 5- phenyl - | Hindazol -3

- Yd-$hlérom® bl bl 1PIHMhEe01-3-ami
6- chl or o- RL ( ggﬁfgf?ﬁlgrpophgﬁaﬂ)l}f g phenylo- 1 R

H-d-86l 8200 -3 dtehdifhyethyl)-5-phenyl- 1 H-indazol-3-ami
6- chl or o- I{I- 2(3, 4({iglilf I gg?og%engl%nys- thénaflo- 1lia|§ninrl16dazol - 3-

amf . \ .
6. R Spers > B i RN G Fileroghenaurss

H-i - 3-am - i | - 4,

o N Rk TR B P IR P Bt
E;ll&zé-gglgqué-Saﬁéﬁyhéﬁ-Plﬁlggoqy3|-))zlj-?\I_’-Fapm%rﬁwnielthyl)urea
6-chloro-N-[3-(trifl uorqmnet h;ﬁ}r)fhenyl ]-5- ppenyl -1
HNYkersblgro-Z-pheayld Hrindazol-3-y1)-N'-(4-phenoxyphenyl)urea
6-chloro-N-[4-(trifl uoraonet h%){)hen I']-5-phenyl -1Hind
a 2% 6-ghlarg-freheyd diH-tndazgle3-y1)-N'-[(4-methoxyphenylymethyl Jurea
[3-fluoro-5-(trifluoronethyl)phenyl]-5-phenyl- |
H-N-(etalzloto- 3-phenyld H-Bideidl S v)-N- - 4{tniflmpxophedtiphe syl Jurea

- phenyl - | Hindazol -3 -am ne: 6-chloro-N-(3

- M4 6-oplban§pherdyl-1phmdyiol B-yhH-N1baethox3phanyl)nea

6- chl or o- N- ( 3- net hoxyphenyl ) - 5- phenyl - 1

H-N-(6laiIet o~ 8- éﬂyl]ﬂH~ﬁﬁazol~3~y1;-N‘-cyclohexylurea_ _
6- chl or o- N- (4- net hoxyphenyl ) - 5- phenyl - | Hi ndazol - 3- am
neN- 1 RRAsF 3=+ 3-am ne
6%&?3&2}@&?%%%3%?%3&3{gggmﬁyf}ﬁﬁﬁﬁﬁ i ndazol -3 -am ne
6 = =y i - ] - 3-am ne
> 'I@’\;gé —gl%lgrz%—%ﬁergz- ItTﬁ Haﬁ&S%lﬁjaﬂ?-@é’kﬁlér éﬁ}qﬁﬁéﬂ

Ji \ elr r_ace . n ntl_orrers or

N "ﬁléf?f""%ﬁgfﬁr@éSﬁﬁ’ﬁ%%ﬁ?—l3?‘2&"&%?2%103?%3’#)5%%&{1Ef °¥Eﬁ%_§ \
iﬁ%ﬁ@gﬁpﬁﬁl-'Iﬁﬁw'&%%n"i‘%ﬂ@ﬁﬁg&gy@g@',;Je‘ﬁg,%?ﬁ&-ﬁynmac

SN hPsr S P B Kpindrel AN 4 B ARENRR ophene. 2-
carbonitrile (6-

: Chl or o- 5- phenyl -1 i
HY-Hrablero-3phenyl-di-indpsnl 3-x1j-fahethe-benzenesulfonamide
N-[6-chloro-5-phenyl-1H-indazol-3-ylJmethanesulfonamide

N-[6-chloro-5-phenyl- 1H-indazol-3-yl]-2-propanesul fonamide
N-[6-chloro-5-phenyl-1H-indazol-3-yl]-2,2,2-trifluoroethanesulfonamide
N-[6-chloro-5-phenyl-1H-indazol-3-yl]-2-thiophenesulfonamide
N-|6-chloro-5-phenyl-1H-indazol-3 -yl]benzenesulfonamicie

N-[6-chloro-5-phenyl-1H-indazol-3-yl]-4-(trifluoromethyl)benzenesulfonamide
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( G=adrone(hnRRpAYhyl

(6- Cnhl or o- 5- phenyl -

H i ndazol - 3-yl) ( 5- nltropyrldln 2-yl)am ne

( 6- Chl or o- 5- phenyl -
H-indazol-3-y|)(6-nethoxypyridin-2-y|)anine
N- ( 6- Chl or o- 5- phenyl -1 FLlndazoI 3-yl)-N -phenyl urea
10 1 -(6-Chloro-5 -phenyl - E;Fndazo [-3 -yl)-3

- (4- et hoxyphenyl )urea 1-(6- or o- 5- phenyl -1
H-indazol-3-y|)-3-(3,4 di chl or ophenyl ) ur ea

i A gro %%h?n | ?gﬁﬁ o]l(ath%ﬁij(gﬁgdxgﬁolﬁ gb“tﬁa?dfﬂ%e@ﬁﬁ&iaﬁﬁde
SRR e e
yNi@-glillg?oog-‘pgggylgﬁ-ﬁa 7 -é-)gjfﬂrnéq_%}?ybgn%;leesnd%onamm‘e

6- Chl or o-
H- -hershlere-5: f:rpdéf{ Blde%q113lelh9ﬂ%Wém¢§ha§1§Wéfﬁ94ﬂ§'@Pea

6- Chl or 0- 5- phenyl -1 H i ndazol -

ié -ghlpgo-§-pherypt mﬂazyqlﬁexl]rj&n)wjh)g]al H-im{dnzole-4-sulfonamide
3- Benzodi oxol - 5-yl)-3-(6-chl oro-5-phenyl - |
H-N-fetalrloto-3-phtnybrlékindazol-6-yThitit 4 -dmethyteghyl)Henzenesul fonamide
H i ndazol - 3-yl )-3-(3, 5-dinethylisoxazol-4-yl)urea 20
1-}3@41{[){6-0510&(55@hbx@ﬂQ{-ﬁhﬁhﬁijyljanﬁhb]@dl@Z@Hpﬁew1])aua5taaide
1- (6- Chl or o- 5- phenyl -

""N—E@@Kl@fo‘@-p}iéﬁﬂﬁﬂ ﬁ‘lﬁ@ﬂﬂ?—Bt&&l]-)lhﬁ%tﬂjﬂlbéiﬁzenemethanesulfonannde
Chl or o- 5- phen

ot h%é%ﬁfﬂ%&%%% PR Danne
o afaR, ré"’ agildobiath s fRegL ¢ 1Bl SRMT e

H-;xl cﬂﬂ(zrgogcﬂg ﬁLNsépééﬁs%/tldafﬂloYopﬁthyl ﬁ-lndazoi\@ra%{]lnez 007
s %ﬁ%ﬂmﬂ-&-&% ity B B Ak cansi o

(6 chl or o- 5- | H i ndazal 3y|)amde
rerh&(%f@ﬁ@@%nﬂl)rﬁwh@ra%dﬁ lsldmléa%laﬁ] c acid

mst hyl ester (6-Chloro-5- hen)(l

Hérehderedf - 3-(iyiflugrameetisyl) phenyl]-5- enyl 1H-indazol-3-amine

(6- Chl or o- 5- phenyl -1 Hi ndazol - 3-yl )carbam ¢ aci d

b érddro@d{4(trifluoromethyl)phenyl]-5-phenyl-1H-indazol-3-amine

(6- Chl or 0- 5- phenyl - | Hi ndazol - 3-yl )carbamic acid allyl

e $tehloro{Mo{ TAfluoroes-riflneryethyityphacidl 5iphdnylt JH-ardazaoti samine

acid isobutyl ester Piperidine-Il-carboxylic acid

haeia26l-mdaxdl3adthine |
1-(3-(Azetidin-1- yl%gl;popyl) 3-(6-chl oro-5-phenyl -l Hin

d%Zéﬂloré-N’J(j-ﬂftﬁ%h&l@lﬂ-s-ﬁnﬁe@m@f _RdRzdieiine |

H i ndazol chl or opr opyl ) urea
6-chloro-N-(3-methoxyphenyl)-5-phenyl-1H-indazol-3-amine

2 March 2007

6-chioro-N-(4-methoxyphenyl)-5-phenyl-1H-indazol-3-amine
6-chloro-N,5-diphenyl-1H-indazol-3-amine
6-chloro-N-(1-pyridinyl)-5-phenyl-1H-indazol-3-amine

6-chloro-N-(2-pyridinyl)-5-phenyl-1H-indazol-3-amine
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1-(6,7-Di fl uoro-5-phenyl -1

H i ndazol - 3-yl)-3-(3-(i mdazol -1-yl) propyl )urea

1- (3- Am nopropyl ) - 3- (6-chl or o- 5- phenyl - | H i ndaz&M§§°§}I2007
) ur ea '

1- (6- Chl or o- 5- phenyl -1 Hi ndazol - 3-yl )-3-[4-(4-(pyridin
-3-yl)imdazol -1-yl')- butyl]urgga 15

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

H i ndazol -3-yl)-3-(2-(pyrrolidin-1-yl)ethyl)urea

2, 5D D i di 1 - i s - taut
(eI Ay B P RO fia Meinixtures, thir tautomers
N- {1f5-thkik pharmbeqitientiy actegthbladadmsol - 3- yl ) acet am di ne

N- (6- Chl oro-5 -phenyl -1 Hindazol -3

- V$ JEHR-coBipb ey 2yd el & ZnCatclDeitsl il Be3, Which is chosen from:

N- (6- Chl or o- 5- phenyl - | H i ndazol - 3-yl ) benzam di ne
NNﬁm@llﬁ-aﬂ@ro%-pmgnyhzin&azblpgra@ﬁa@I -3

-yl) pyri di ne-2-carbox am dine N (6-chloro-5-phenyl-1

e e
6. @%‘2@3%3%3%%”@@%ﬁﬁ%’aﬁﬁ%@%ﬁ%@ laims 1 to
orférClict PR BB PN v Pasise (4

phar maceuti cal | acceptahl e nedi um .a conpound

et aaTors P BingR7ol qxg-@%how&m “iyhygnige 5 g,

The nedi canment as clainmed in claim7, which conprises
atNt(eéddtlotgrephanb driadazgkd ivhel -phenglugdaned in any one
of clains 1 to 5 for its therapeutic application in

t hie(6-Chlsao-frephienyf | Rtirslead €l yl)3-(Akatadxyabgtybsrsiaor y1 at i on

~of the tau protein is observed. 9. The nedi canent as

15

20

cl bi{6vEtlldrorSephanyh Bi-indaral B -gigi3piBids dishlatophesd juran e
conmpound defined as clained in any one of clains 1 to
S 3-03-(4-Chldrd s rphpeylt IF-iripgdl i ltireidolplopibeic adid nidteg tesent
of neurodegenerative di seases, strokes, cranial and

SPj-{@Chidre s lﬁﬁnﬁnﬁ{-ﬁﬁ{aﬁltﬁf@b -qae(uﬁﬁaaﬂalhﬁm)nghfmﬁea :

met abol i ¢ diseases, type |1 diabetes,” essenti al

PSSR ST Bocelhs i gscyl o o seases

TARBHE SRR, g0l TR oo o

b ei —P@Cﬁiotrgg[phenyl- 1H-indazol-3-y1)-3-(3-(trifluoromethyl)phenylyurea
1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-(2-(thiophen-2-yl)ethyljurea
1-(1,3-Benzodioxol-5-yl)-3-(6-chloro-5-phenyl-1H-indazol-3-yl jurea
1-(6-Chloro-3-phenyl-1H-indazol-3-y1)-3-(3,5-dimethylisoxazol-4-yl)urea
1-Benzyl-3-(6-chloro-5-phenyl-1 H-indazol-3-ylyurea |
1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-(phenethyl)thiourea
1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-[3-(4-methylpiperazin-1-yl)propyljurea
1-(6-Chloro-5-phenyl-1H-indazol-3-y1)-3-(3-(imidazol-1 -&l)propyl)ur_ea

1-(6-Chloro-5-phenyl-1H-indazol-3-yl)-3-(2-hydroxyethylurea
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15 Al zhei ner's di sease, Parkinson's disease,
frontoparietal denentia, corticobasal degeneratj,gn 85007
Pick's disease. 11. A process for the preparati o

t he conpound of fornmula (1) as defined in claim 1 and
for which R3 is (1-6C) al kyl, aryl (1-6C)al kyl,
heteroaryl (1-6C)al kyl, heter %gycl oal kyl, cycl oal kyl

or pol ycycl oal kyl, these radicals optionally being 20
substituted by 1 or nore substituents chosen from

R b ey ey R o R g
Sy TR 2 A By ML ot
t r(H‘CAF o ggﬁglfq’i‘éL}Htc}LI y@%é’& a’@%’:‘ S%%%Y&me are,

|nd endently of one another, a hydrogen, (1 25

:ﬁ? higro-5-alepy -1 Hripdarpl-3-YAlUSAny | or het er oar yl |
thenselves optionally being substituted by | or nore
s {p<ililorgenphenyhbHenddzobaryibhshibgeir acid baaykasiey 1,
(1-6C) al koxy, CN, NO2, NH2, OH, COOH, COCal kyl,
COs#dhlorbey-phednyl-1 Hi-ihdiamt-ﬁfyélchlybhmdxr acid alfyll esteonet hoxy;
froma derivative of fornula (1) where R3is H froma
d€6iCHdrovepladhy R HGhizah8-y2)chbatikc #Diéofifl dsteom sodi um
tri acet oxyborohydride in dichioronethane, and the

PrEggidineo L abbefid &id @PEHIS0a-phen§PIMEHdL6]-3-91)@mide
pharmaceutical I'y acceptable salt. 12. A process for

B B e S e R e A

iR phBREAE AR ) 3@%@%3?5 s o

1 o Ao d B e R B D AR Dby
céc@cﬁmlﬁll%amﬁ-}? fr6 B %ﬁ@ﬂ%ggﬁ@l%ﬁiw% R

trlfluoromsthox and from.a derivatiyve

£ O ek Bloga 3-PARA-L ERBOREOTH- Y03 e B S ENARai iy D
PRy eg0Ptained is optionally converted to a 10

pha ceutlcally acceptable salt. 13. The process for

o dFOCHIBRE S b T i SRR B R BbhfS o
hers Pb%?ti}?l% idiasl sabasyle afitonBir ratunmd R 395})-

1 4@figdore substituents chosen from hal ogen,

(1-60) al kyl, (1-6C)al koxy, CN, NO2, NH2, OH,
N-(6-Chloro-5-phenyl-1H-indazol-3-yl)acetamidine
N-(6-Chloro-5-phenyl-1H-indazol-3-yl)-6-methoxypyrazine-2-carboxamidine
N-{6-Chloro-5-phenyl-1H-indazol-3-yl)benzamidine
N-(6-Chloro-5-phenyl-1H-indazol-3-yl)pyridine-2-carboxamidine
N-(6-chloro-5-phenyl-1H-indazol-3-yl)-3-methoxybenzenesulfonamide

their racemates, enantiomers or tautomers, and their pharmaceutically acceptable

salts.
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9. The medicament as claimed in claim 6, which comprises at least one compound .

15 COOH, CQOQal kyl, CONH2, fornyl, trifluoronethyl or
trifluoronethoxy, froma sulfonyl chloride Rl Cl

and froma derivative of formula (I) where R3 i?ﬁ%m§h3007
di chl oronet hane in the presence of a base, and the
conmpound obtained is optionally converted to a

phar maceutically acceptable salt. 14. As an

i nt ernmedi ate product, 20
3-an1no-5-pheny|-6-ch|oro-|-[?%-trinethylsilylethoxy)n1
et hyl ]i ndazol e

6. The compound as claimed in any one of claims 1 to 5, used to prepare a

ae

medicament.

7. The pharmaceutical composition, which comprises, in a pharmaceutically

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

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

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

defined as claimed in any one of claims 1 to 5 for its therapeutic application in the
treatment of neurodegenerative diseases, strokes, cranial and spinal traumas and
peripheral neuropathies, obesity, metabolic diseases, type Il diabetes, essential
hypertension, atherosclerotic cardiovascular diseases, polycystic ovaries syndrome,

syndrome X, immunodeficiency and cancer.

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

degeneration or Pick’s disease.

11. A process for the preparation of the compound of formula (1) as defined in claim

1 and for which R3 is (1-6C)alkyl, aryl(1-6C)alkyl, heteroaryl(1-6C)alkyl,
heterocycloalkyl, cycloalkyl or polycycloalkyl, these radicals optionally being
substituted by 1 or more substituents chosen from halogen, CN, NO,, NH», OH, OR1,
COOH, C(O)OR.I,'-O—C(O)RI, NRIR2, NHC(O)R1, C(O)NRIR2, SR1, S(O)R1,
SO,R1, NHSO,R1, SO, NRI1RZ, C(S)NR1R2, NHC(S)R1, -O-SO,R1, -80,-0-R1,
aryl, heteroaryl, formyl, trifluoromethyl, triﬂuoromethylsulfanﬂ, trifluoromethoxy or
(1-6C)alkyl and R1 and R2 are, independently of one another, a hydrogen, (1-

6C)alkyl, aryl, alkenyl, alkynyl or heteroaryl, themselves optionally being substituted
by 1 or more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,,
-NH,, OH, COOH, COOQalkyl, CONH;, formyl, trifluoromethyl or trifluoromethoxy;

from a derivative of formula (I) where R3 is H, from a derivative of RICHO and
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from sodium triacetoxyborohydride in dichloromethane, and the product obtained is

6ptionally converted to a pharmaceutically acceptable salt,

12. A process for the preparation 6f the compound of formula (I) as defined in claim
1 and for which R3 is CONRIR2 and R1 and R2 are, independently of one another, a
hydrogen, (1-6C)alkyl, aryl, alkenyl, alkynyl er 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, from OCNRI and from a derivative of formula (I) where R3 is H
in tetrahydrofuran, and the product obtained is optionally converted to a

pharmaceutically acceptable salt.

13. The process for the preparation of the compound of formula (I) as defined in

claim 1 and for which R3 is SO,;R1 and R1 is a hydrogen, (1-6C)alkyl, aryl, alkenyl,

“alkynyl or heteroaryl, themselves optionally being substituted by 1 or more

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

~ COOH, COOQalkyl, CONH,, formyl, trifluoromethyl or trifluoromethoxy, from a

sulfonyl chloride R150,Cl and from a derivative of formula (I) where R3 is H and
dichloromethane in the presence of a base, and the compound obtained is optionally

converted to a pharmaceutically acceptable salt.
14. As an intermediate product,

3-amin0-5-phény1-6~chloro—1-[(2-,trimethylSilylethoxy)methyl]indazole. '




