WO 03/078403 1 PCT/FR03/00752 Aminoindazole derivatives, preparation process and intermediates of
this process as medijci s, and pharmaceutical compositions containj resent
invention relates tomal?sﬁég%br%inoindazole derivativesfof 5 formula (1) : R5 %%Tépﬁg%@gjsg
pharmaceutically acceptable salts thereof, as kinase inhibitors. The invention relates to the use of the
aminoindazole derivatives of formula (I) and the pharmaceutically acceptable salts thereof for the
preparation of pharmaceutical 10 compositions for preventing and treating diseases that may result from
an abnormal activity of kinases, such as, for example, those involved in neurodegenerative diseases,
Alzheimer's disease, Parkins%n's diseser frontoparietal dementia, corticobasal degeneration, Pick's
disease, strokes, cranial and ‘SPIHAT AR Ard et S Oa e Obe sty Pretabsiic diseases,
type Il diabetes, essHnfial ocespgsartedicing, piibdircischnd b arndicsuticalitomiiesitions conligitygeic ovarian
syndrome, syndrome X, immunodeficiency and cancey;, fgthe pharmaceutical compositions containing

T

aminoindazoles and the pharmaceutically acceptable salis thereof. 2Q The present invention relates to
the aminoindazole dervatvaLe P LI IO D B edod e ERe ot R
PCT/FR03/007%2 formula(l) :
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or the pharmaceutically acceptable salts thereof, as kinase inhibitors.

The invention relates to the use of the aminoindazole derivatives of formula (I) and
the pharmaceutically acceptable sats thereof for the preparation of pharmaceutical

10 compositions for preventing and treating diseases that may result from an abnormal
activity of kinases, such as, for example, those involved in neurodegenerative
diseases, Alzheimer's disease, Parkinson's disease, frontoparietal dementia,
corticobasal degeneration, Pick’s disease, strokes, cranial and spina trauma and
peripheral neuropathies, obesity, metabolic diseases, type Il diabetes, essentia

15 hypertension, atherosclerotic cardiovascular diseases, polycystic ovarian syndrome,
syndrome X, immunodeficiency and cancer, to the pharmaceutical compositions
containing the novel aminoindazole derivatives and the pharmaceutically acceptable
salts thereof, and to the novel aminoindazoles and the pharmaceutically acceptable
salts thereof.

20

The present invention relates to the aminoindazole derivatives of formula (I) in

which:



R3is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or heteroaryl fused to a

cycloalkyl (1-10C), r Lﬁ ycloalkyl, adamantyl, polycycloalkyls, alken I ical; these
radicals being optioﬁ&%@ﬁu}é?s I?J ed 5 with one or more Iéubstituents chosen fﬁ)(%r? a oé@? , NO2,

NH2, OH, OR8, COOH, C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)RS,

SO2R8, NHSO2R8, SO2NR8R9, C(S)NR8R9, NHC(S)R8, -O-SO2R8, SO2-0O-R8, aryl, heteroaryl,
formyl, trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy; 10 R4, R5, R6 and R7 are chosen,
independently of each other, from the following radicals: hydrogen, halogen, CN, NO2, NH2, OH, COOH,
C(O)ORS, -O-C(0)R3!S RRAHY NHB[O)RS, C(O)NRSRI, NHC(S)R8, C(S)NRSRY, SR8, S(O)RS, SO2RS,
NHSO2R8, SO2NR8RY9, -O-SO2R8, -S02-0-R8, trifluoromethyl, trifluoromethoxy, (1-6C)alkyl,
(1-6C)alkoxy, aryl, aRA(E-6CIAR)H hetarshraty ey (Theepandl hesieatdlddild key ahiry|, alkenyl,

alkynyl, adamantyl, ; these radi bej pti Stj ith ore
substituents chosenHféricgé‘rEé{rfé'{lﬁ)g‘éj%l,§ CE%%lN(&?Zl%I?I—L?éI g&g&lg&%%gélﬂ-lg C[:%}g)%gggflo, %ﬁgg(ﬁot IRlO,
NR10R11, NHC(O)ReyCcye paliniiRadlkery! ik idi6ac (RS raHtiRIs oed g At ehhraseoR 10,
NHSO2R10, S©2NWitkRid oOrif2Rb&ituEid? dhofh GirawyIhiieterpaTi, fooyyNkijflaHooeg)yl and 20
trifluoromethoxy; R8 R are, | n of r - l, aryl,
alkenyl, alkynyl or h&éﬁgo’érﬁ ems’el'\;E()a's g&%ﬁi@%@h&?ﬁ%ﬁ%ﬁg @ﬁ%@g%%bre S %é'lstituents
chosen from halogefORE OYaIRARE - SORMKERE, CNSINBERA HYH CIHIRE COROEBOSRYIOEINH2, formyl,
trifluoromethyl and tyf orow; 25 pyith the exerBHMN B~ (2-Riti0RBR=aIdRNIRgHEOICand

3-(2-aminobenzamido)indazole, 3-(2-nitrobenzamido)indazole, 3-(4-chloro-2-nitrobenzamido)indazole,
3-(5-chloro-2- nitrobBHHIE}IRG4Z0le, 3-(2-aminobenzamido)indazole, 3-(2-amino-4-
chlorobenzamido)indazole, 3(2-amino-5-chlorobenzamido)indazole, 3(benzamido)- indazole,
3-(4-methylberdfamiBé)iRSaRfiear®- R ctrie chiosenz dndes)idelibolef, S WerpBmnghe3adowing

radicals: hydrogen, halogen, CN, NO2, NHz, OH, COOH, C(O)ORS8, -O-C(O)RS,
NR8R9, NHC(O)R8, C(O)NR8BR9, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8, SORS,
NHSO,R8, SO,NR8RY9, -O-SO,R8, -S0O,-0O-R8, trifluoromethyl, trifluoromethoxy,
(1-6C)alkyl, (:6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)akyl,
15 heterocycle, cycloakyl, akenyl, akynyl, adamantyl, polycycloakyls; these radicals
being optionally substituted with one 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, SO2R10, NHSOzR10,
SO,NR10R11, -O-SO,R10, -S0O,-0O-R10, aryl, heteroaryl, formyl, trifluoromethyl and
20  trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,
alkenyl, akynyl or heteroaryl, themselves optionally being substituted with one or
more substituents chosen from haogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NHo,
OH, COOH, COOalkyl, CONH,, formyl, trifluoromethyl and trifluoromethoxy;

25  with the exception of 3-(2-nitrobenzamido)indazole, 3(2-aminobenzamido)indazole,
3-(2-nitrobenzamido)indazole, 3(4-chloro 2-nitrobenzamido)indazole, 3-(5-chloro-2-
nitrobenzamido)indazole, 3-(2-aminobenzamido)indazole, 3-(2-amino-4
chlorobenzamido)indazole, 3(2-amino-5-chlorobenzamido)indazole, 3(benzamido)-
indazole, 3-(4methylbenzamido)indazole, 3-(4-chlorobenzamido)indazole, 3-(4



PCT/FR03/00752 nitrobenzamido)indazole, 3-acetamidoindazole, N-(1H-indazol-3-yl)butanamide, N-

(1H-indazol-3-yl)ph%%3§32é?§ﬁi§§,2N-(1H-indazol-3-yl)b%nzhydrylacetamide, %&ﬁﬁ%}g%gazole,

5-amino-3-acetamidoin -hydroxybenzamido)indazole,
N-(6-chloro-1H-indazol-3-yl)-2,2,2-trifluoroacetamide, N-(6-chloro- 1H-indazol-3 5 yl)-2-furancarboxamide,
N-(6-chloro-1H-indazol-3-yl)-2,2,2-trifluoroacetamide, N-
(6-chloro-1H-indazol-3-yl)-2-thiophenecarboxamide, N-(6-chloro-1H-indazol-3-yl)-
2,2,2-trifluoroacetamide, N-(6chloro-1H-indazol-3-yl)-4-(hexyloxy)benzamide, 3- _
chloro-N-(6-chIoro-lwfﬁhﬂﬁﬂp@%)”ﬂé‘ﬁ@&m?ﬁ@%@%%dﬁf(échq’ 20458406 Shide and
N-(5-nitro-1H-indazgH3-irireetapidsich(l docthei i meng THenaizbdh@ ybdnregithieretintte ragemic
mixtures, enantiomeargét di@)ﬁ%rc%ggon%?rs.ﬁg%}gc%}% r?n@a% gfga&% E’HF’& tlete 9&%{%@8 ut(i) ally
acceptable salts th&fgot " More par?icu?éﬂy,t e present invention SIMES [ REAMINOINGazsle derivatives
of formula (1) in whibhf6tehRrig Bithedaanl-S-yh) N, RBi e areecaaidey, aNA(GeiptosiE)andazoh&eroaryl,

heteroaryl(1-6Cyalkyy oyciealaborlivaay! auabvRy sadicatidsse adicais heineariignaly sybstituted
with one or more substituents chosen from halogen, CN, NO2, NH2, OH, OR8, COOH, C(O)ORS,

_0-C(O)R8, NR8R9(KHIYE R neqesiNrBrghspisnerairamidn RY- ek preds riadaeehsnkaro,
C(S)NR8R9Y, NHC()R®:triDtBARBMITE) 210 R ary! 1Hhatesnargly fomiydx sy tenzaitivk, 3
trifluoromethylsulphapyl a ifluoromethoxy; R4 and R7 are hydrogen; d are chosen,
indepentiently of ok e Ol IOl SR L o 2 g AR OH. CoOH,
C(O)ORS, -O-C(O)R8bsiresmde asi NHE@IRY CdsrRSRLATES)RS, C(S)NRSRY, SR8, S(O)RS,
SO2R8, NHSO2R8, SO2NR8RY, -O-SO2R8, -S02-0-R8, trifluoromethyl, trifluoromethoxy, (1-6C)alkyl,
(1-6C)alkoxy, ayyl, awyl{deGeoalyl iheterodty| mhgiereanyi(don GlalkubaMO MB(RIFe4 @Bahtiomers,

diastereoisomers and tautomers thereof, and aso the pharmaceutically acceptable
salts thereof .

More particularly, the present invention relates to the aminoindazole derivatives of

formula (1) in which:
15 Risether O, Sor NH

R3 is a (1-6C)akyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,
cycloakyl, akenyl or akynyl radical; these radicals being optionally substituted with
one or more substituents chosen from halogen, CN, NOz, NH2, OH, OR8, COOH,
C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, SO, RS,
20 NHSO2R8, SO,NR8RY9, C(S)NRBR9, NHC(S)R8, -0O-SO,R8, -S0O,-O-R8, aryl,

heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy;
R4 and R7 are hydrogen;

R5 and R6 are chosen, independently of each other, from the following radicals:
hydrogen, halogen, CN, NO,, NH,, OH, COOH, C(O)ORS8, -O-C(O)R8, NR8R9,
25 NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8, SORS,
NHSO2R8, SO,NR8R9, -O-SO,R8, -SO,-O-R8, trifluoromethyl, trifluoromethoxy,
(1-6C)alkyl, (x6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,



PCT/FR03/00752 cycloalkyl, heterocycle, alkenyl, alkynyl, adamantyl, polycycloalkyl; these radicals
being optionally substi % ne or more substituents chosen from halog Eﬁ@@ﬁ#Hz OH,
OR10, COOH, C(O)@g@?q -C(O)R10, NR10OR11, NHCE(O)Rlo, C(O)NRlOI%%l-,H ( 0,
C(S)NR10R11, SR10, S(O)R10, SO2R10, NHSO2R10, 5 SO2NR10R11, -O-SO2R10, -SO2-0-R10, aryl,
heteroaryl, formyl, trifluoromethyl and trifluoromethoxy; R8, R9, R10, RI | are, independently of each

other, a hydrogen, (1-6C)alkyl, aryl, alkenyl, alkenyl or heteroaryl, themselves being optionally

substituted with one or more substituents chosen from halogen, ?1-6C)a|kyl, (1-6C)al%, CN, NO2,
NH2, 10 OH, COOHYEeKIkyIEeremieie, Fesemh, BHfmstoAvBEARItYn PRSI Eth B3P AR exception

of 3-(2-nitrobenzamisknindiptzana )3 Dstinotoc beétzamicojincad bieitudn(2 ehibteb &mna nzidogm dzxole,
3-(4-chloro-2-nitrobenzamjdo)inda 3-(A-chloro-2- nijtrob Ido)i .
3-(2-aminobenzami(c?i\loéﬁ aﬂzﬁlg%- 2%.‘#?@ Cé%éggéé)arﬁoé%%g@tﬂgawﬁl NHC(O)RIO,

3(2-amino-5chlorob&@aNRaeRht X bie( BRION Z4PII0R In $RAOI (R SRyIEN MnGdTHt azole,

3-(4-chlorobenzamidg)i bt essamidann SRGE MR
N-(lH-indazoI-?yl)k%%mﬁjﬁgl ’Né%ﬁ%&zol-&y%&ﬂ%ﬁﬁé&tﬁ?gg e ety end
N-(1H-indazol-3-y|)H@HHHWQ@@(&mide, 3- acetamidoindazole, 5-amino-3-acetamidoindazole,
3-(2-hydroxybenzamido)indazole, N-(6-chloro-iH-indazol-3-yl)-2,2,2-trifluoroacetamide,
N-(6chloro-1H-indazd8,3R20 RHO2 Ridasicaibderpanidet Wofceathovdier dnlledrogdhy (1 8 2kififlaytoacetamide,

N- (6-chloro-iH-indazqlsgoy agsHiPRG1RRE BARPXRIHHEVRE (G5FR! 3pHTMIAZMBitdd with one or

2,2, 2-trifluoroacetamide, N-(6¢hloro-iH-indazoi-3-yl)-4-(hexyloxy)benzamide, 3-
chioro-N-(6chloro-iH A G BE AL BATSRN L EMAAEGD: Fbdiarite and
N-(5-nitro- iH-indazab; yHisoetarodelkyh CORE jsmeys thkieeintiey nkdureritharediothe racemic
mixtures, enantiomers, diastereois omers and tautomers thereof, and also the pharmaceutically
acceptable salts thavébftheefesatibdp, ahe (Fesevhamasndorndsiaiss & nehaviavidniaddedioatives of

formula 3-(2-nitrobenzamido)indazole, 3(4-chloro-2-nitrobenzamido)indazole, 3-(5-chloro-2-
nitrobenzamido)indazole, 3-(2-aminobenzamido)indazole, 3-(2-amino-4
chlorobenzamido)indazole, 3(2-amino-5-chlorobenzamido)indazole, 3(benzamido)-
15 indazole, 3-(4methylbenzamido)indazole, 3-(4-chlorobenzamido)indazole, 3-(4
nitrobenzamido)indazole, 3-acetamidoindazole, N-(1H-indazol-3-yl)butanamide, N-
(1H-indazol-3-yl)phenylacetamide, N-(1H-indazol-3-yl)benzhydrylacetamide, 3
acetamidoindazole, 5-amino-3-acetamidoindazole, 3 (2-hydroxybenzamido)indazole,
N-(6-chloro-1H-indazol-3-yl)- 2,2, 2-trifluoroacetamide, = N-(6-chloro-1H-indazol- 3
20  yl)-2furancarboxamide, N-(6-chloro-1H-indazol-3yl)-2,2,2-trifluoroacetamide, N-
(6-chloro-1H-indazol-3- yl)- 2-thiophenecarboxamide, N-(6-chloro 1H-indazol-3-yl)-
2,2,2-trifluoroacetamide, N-(6-chloro-1H-indazol-3-yl)-4-(hexyloxy)benzamide, 3
chloro-N-(6-chloro-1H-indazol-3-yl)benzamide, 4-chloro-N-(6-chloro-1H-indazol-3-
yl)benzamide and N-(5-nitro-1H-indazol- 3-yl)acetamide;

25 to the isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers,
diasterecisomers and tautomers thereof, and aso the pharmaceutically acceptable
sdlts thereof.

Preferably, the present invention relates to the aminoindazole derivatives of formula
(1) in which:



() in which: WO 03/078403 5 RisO R4 and R7 are H PCT/FR03/00752 R3 is a (1-6C)alkyl, aryl,

aryl(1-6C)alkyl, heteroar %% aryl(1-6C)alkyl, heteracycle, cycloalkyl or a ical these radicals
being optionally sus‘é‘m%’ Wlt% one or more substitugaﬁts chosen from han‘ggr??%@@#NHz, OH,

OR8, COOH, C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, S02R8,
NHSO2R8, SO2NR8R9, C(S)NR8R9, NHC(S)R8, -O-SO2R8, S02-0-R8, aryl, heteroaryl, formyl,
trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy; 10R5 and R6 are chosen, independently of
each other, from the following radicals: hydrogen, halogen, CN, NO2, NH2, OH, COOH, C(O)ORS,
-0-C(O)R8, NR8RORNE(®(0)R8,C(O)NRBRY,NHC(S)R8, C(S)NR8RY, SR8,S(0)R8, SO2RS,
NHSO2R8,SO2NR8R9, trifluoromethyl, trifluoromethoxy,(1-6C)alkyl, (1 6C)alkoxy, aryl, aryl(16C)alkyl,
heteroaryl, heteroar3¢a®d}aR@ Heterocycle, 15 cycloalkyl, alkenyl; these radicals being optionally
substituted with one or more substituents chosen from halogen, CN, NO2, NH2, OH, OR10, COOH,
cgo;omo, ‘O-C(ONB10s NR1ORLIINHCAS)R Wy AUCONRIDRAdo i SIBMRA(DBBIRLL, SR10,
S(O)R10, SO2R10, NHSOQO2R10, SO2NR10R11, -O-SQ2R10, -S02-0-R10, ar etero ormyl,
fcorometiyt and GG EHLSIARY b ARG 1 s L s e PP el SRt e,
(1-6C)alkyl, aryb alkéitylppgkenynee rehstidaents tehasese e halngeopidhaNPsubstituted, dfRBone or more

substituents chosenémp.lh%g@ﬁgpél-_%_ s( Ik kR OWﬁ’BR@"éF%O BhgOOalkyl,
CONH2, formyl, trifluorom’ethﬁql and ’[rifluoror%%thox - with the @ce(b%%n of %-hitrob’en%a)rﬁdo)indazole,

3-(2-aminobenzami(§9ﬁ§a -@Nﬁéﬁ@n ﬁ)hﬁ%%%a%l& @-@*c @%itf%@é‘l%‘gt%ido)indazole,
3-(5-chloro-2 nitrobepglamidedinstayiole, fr@yhmineiteinrsaneidg)indazoler Gri@-grmainthahyl  and

trifluoromethoxy;

10 R5 and R6 are chosen, independently of each other, from the following radicas:
hydrogen, halogen, CN, NO2, NH2, OH, COOH, C(O)OR8, -O-C(O)R8, NR8R9,
NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NRSBR9, SR8, S(O)R8, SO-RS,
NHSO,R8, SO,NR8R9, trifluoromethyl, trifluoromethoxy, (1-6C)akyl, (*
6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle,

15 cycloalkyl, akenyl; these radicals being optionally substituted with one 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, SO2R10, NHSO2R10, SO2NR10R11, -O-SO2R10, -S02-0-R10, aryl,
heteroaryl, formyl, trifluoromethyl and trifluoromethoxy;

20 R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)akyl, aryl,
alkenyl, akynyl or heteroaryl, themselves being optionally substituted with one or
more substituents chosen from haogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NHa,
OH, COOH, COOakyl, CONH, formyl, trifluoromethyl and trifluoromethoxy;

with the exception of 3-(2-nitrobenzamido)indazole, 3(2-aminobenzamido)indazole,
25  3-(2-nitrobenzamido)indazole, 3(4-chloro 2 nitrobenzamido)indazole, 3-(5-chloro- 2-
nitrobenzamido)indazole, 3-(2-aminobenzamido)indazole, 3-(2-amino-4
chlorobenzamido)indazole, 3(2-amino-5-chlorobenzamido)indazole, 3(benzamido)-

indazole, 3-(4methylbenzamido)indazole, 3-(4-chlorobenzamido)indazole, 3-(4



chlorobenzamido)indazole, 3(2-amino-5chlorobenzamido)indazole, 3(benzamido)- indazole,
3-(4-methylbenzamigo)i le.. 3-(4-chlorobenzamido)indazole, 3-(4 WO 03 FR03/00752
nitrobenzamido)inda%%e#& -acetamidoindazole, N-(1H-ir%:jazol-?)-yl)butanami(jg?ﬂ%g/&ﬁ;g
(1H-indazol-3-yl)phenylacetamide, N-(1H-indazol-3-yl)benzhydrylacetamide, 3- acetamidoindazole,
5-amino-3-acetamidoindazole, 3-(2-hydroxybenzamido)indazole,
N-(6-chloro-1H-indazol-3-yl)-2,2,2-trifluoroacetamide, N-(6-chloro- 1H-indazol-3 5 yl)-2-furancarboxamide,
N-(6-chloro-1H-indazol-3-yl)-2,2,2-trifluoroacetamide, N- _ _
(6-chloro-1H-indazoVESHF X amiG BRI h &8s AT NN o rdE H - Reaaba) futanamide, N-
2,2,2-trifluoroacetantitiei ndeffatisigtptiddyladaani <k, y ) M-(hexptaxy)leyizisanitedrgtacetamide, 3

chloro-N-(6¢chloro-1H-indazpl-3-yl)\benzamide, 4-chloro-N-(6chlorp;1H-indazol-3- yhpenzamide and
L nitror 1H-moaz B AR A R R ol G A OB mers and
mixtures thereof, théN {&ralerersHhereaslahil a k8 Aiefpieseacaieaideally desptatstd dadndardréof. The

present invention relajesg dheBexaniadareie SavaiMem @A BRAD rinibaRRR8eR N1 R is either
0,SorNHR3is a( -GC?aIkyI, aryl, aryl(1-6cgﬁli)lkyl, heteroaryl, heteroaryl(1-6C)alkyl, a?rJyI or heteroaryl

fused to a cycloalky( L6 L FA S egdiakonecaamamye. pBGRIARIT, BiReRl - Alkynyl radical;
these radicals beingpbantllyrsadesiitided MAB-cnerenMdtdasolbSiilaritcyiospbdreamitziogen, CN, NO2,
NH2, OH, ORS, 20 @) Q)ORS8, -O-C(O)R8, NRER9, NH R8, C(OINRBR9, SR8, S(O)R8,
SO2RS, NHSOZRS,%%QSE}&%%&P&%%N&?%@?%# %ﬁ@'qﬁb-é%@éé’f '%%%9 L3 a'r';?f%ggfoaryl,formyl,
trifluoromethyl, triflughhenzamidRapH M PaHao-Hifrirterpleid)geetamide;

10 to the racemic mixtures, enantiomers, diastereoisomers and mixtures thereof, the

tautomers thereof and also the pharmaceutically acceptable salts thereof.

The present invention relates to the aminoindazole derivatives of formula (1) in

which:

R6 N 0

15 Risether O, Sor NH

R3 is a (:6C)alkyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)akyl, aryl or
heteroaryl fused to a cycloakyl (:10C), heterocycle, cycloakyl, adamantyl,
polycycloalkyls, akenyl, alkynyl radical; these radicals being optionally substituted
with one or more substituents chosen from halogen, CN, NO2 NH2, OH, ORS,

20 COOH, C(O)OR8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)RS,
SO,R8, NHSO;R8, SONR8R9, C(SINR8R9, NHC(S)R8, -O-SOR8, -S0O,-0-R8,
ayl, heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and
trifluoromethoxy;



WO 03/078403 7 PCT/FR03/00752 R4, R5, R6 and R7 are chosen, independently of each other, from the
following radicals: gen, CN, NO2, NH2, QH, COOH, C(O)ORS&, -Q- R8R9,
NHC(O)RS, C(O)N%W@%R& C(S)NR8RY9, 328,98(O)R8, SO02R8, NI—?%%%%% 8R9,
-0O-SO2R8, -S02-0-R8, trifluoromethyl, trifluoromethoxy, 5 (1-6C)alkyl, (16C)alkoxy, aryl, aryl(1-6C)alkyl,
heteroaryl, heteroaryl(1-6C)alkyl, heterocycle, cycloalkyl, alkenyl, alkynyl, adamantyl, polycycloalkyls;
these radicals being optionally substituted with one or more substituents chosen from halogen, CN,
NO2, NH2, OH, OR10, COOH, C(o[_)é)Rlo, -0-C(O)R10, NR10R11, NHC(O)R10, C(O?NR_lORll,
NHC(S)R10, C(S)NR#0R21R8 R R ARATSZoB RS AGOIRET o IRRIBR 14! 2MM802R 10,
-S02-0O-RIO, aryl, hetercasy Inforoggh, thilogeom@xhyNandNtH;| uOFHNEEIDBX\CRBORS), R1-C(8)Rare,
independently of ea r roge - k Ik \ roaryl, themselves
being optionally subﬂt}i%%%?i vv%f?@eﬁ %ﬁﬁﬁ%’ﬁﬁ%&ﬂ@@é’ %%’oégbr%%ﬁa%éeﬁﬁggcﬁ%%
(1-6C)alkoxy, CN, N&2SRuR3, BONRSRD P+ S0H8 alki- OMRQHIf HenpipetbyifiuiidraeammgtRoxy,
trifluoromethoxy; to tesiSRIRATS Hersekdle BHIUERIeERpky e dRARMIC ﬂ@%ﬁfg(f"@@yg@mers,
diastereoisomers and tautomers thereof, and also the pharmaceutically acceptable salts thereof, for the
preparation of mediéIFIqY GG R SR Ky Me FR0eRRY iR MBE oA S 6t 6208t the
aminoindazole 20 desiivgtpesnalljosimstiaddy iwitionb oRnseitiestustechiseRB dmandlogen) akyl, aryl,

aryl(1-6C)alkyl, het ryl, het -6 I lkyl, & )é I r@ﬁa&@ radicals
being optionally substléﬁftclekld4 Wiéwg?g %?’rr%%@h%@@gﬂé’ CE%%(@ rcl)?r)rh@la c?gﬁelrﬁ , %?T{IHZ, OH,
ORS8, COOH, 25 C(CJORKRLERIG (O IRERYSNNRIMBIRSRIOKRBEY, FRB1LS (Hh)iRQRERRS,
NHSO2R8, SQINRERNRIRNRERIOMIE (R8RS IR Retetidy1 AdRay ROMHBRIFARY APy,
trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy;

trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,

alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or

more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NOz, NHa,

15 OH, COOH, COOalkyl, CONH,, formyl, trifluoromethyl and trifluoromethoxy;

to the isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers,
diastereoisomers and tautomers thered, and also the pharmaceutically acceptable

sats thereof, for the preparation of medicina products.

More particularly, the present invention relates to the use of the aminoindazole
20  derivatives of formula (1) in which:

Risether O, Sor NH

R3 is a (1-6C)akyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,
cycloakyl, akenyl or akynyl radical; these radicals being optionally substituted with
one or more substituents chosen from halogen, CN, NO,, NH,, OH, OR8, COOH,
25 C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, SORS,
NHSO,R8, SO,NR8R9, C(S)NR8R9, NHC(S)R8, -O-SO,R8, -S0,-O-R8, aryl,
heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy;



WO 03/078403 8 R4 and R7 are hydrogen; PCT/FR03/00752 R5, R6 are chosen, independently of each
other, from the follovi@g?gj% . hydrogen, halogen, CN, NO2, NH2, OH, C(%%grzgég{gﬁ.}gg -O-C(O)RS,
NR8R9, NHC(O)RS, C( , NHC(S)R8, C(S)NR8RY9, SR8, S(O)RS8, S , R8,
SO2NR8R9, -O-SO2R8, -S02-0-R8, trifluoromethyl, trifluoromethoxy, (1-6C)allcyl, (16C)alkoxy, aryl,
aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, cycloalkyl, heterocycle, alkenyl, alkynyl, adamantyl,
polycycloalkyl; these radicals being optionally substituted with one or more substituents chosen from
halogen, CN, NO2, NH2, OH, OR10, COOH, C(O)OR10, -0-C(O)R10, NR10R11, NHC(O)R10, 10
C(O)NR10R11, NHESEFHNB! @EINHCESR 11, SR10, S(O)R10, SO2R10, NHSO2R10, SO2NR10R11,

-O-SO2R10, -S02-0-R10, aryl, heteroaryl, formyl, trifluoromethyl and trifluoromethoxy; R8, R9, R10, Rl |
are, independently df®ab® ditechasaydiogerendendic)alkgecangtherikéiop, deefs)|@vineterdaals, themselves

being optionally subgf Egnwﬂgl QN N ENTHD R ERESEN O RD) BRE) halegereL brarty!.
(1-6C)alkoxy, CN, NO2, NH2, OH, COOH COOaIk)éI CONH2, formyl, trifluoromethyl and
IXt

trifluoromethoxy; to Mé%@?ﬁgrs ﬁ@%%% *ﬁer%%@%%enﬁ@@nixmg en§ﬁ’[¥8§\ers,
diastereoisomes ardH8ULBEe SOUNRERY, adSTsRIheSphaRac atticaiynetseptahlercatiththgreof, for the

preparation of medivci ofu Preferahly also, resent invention relates. t aminoindazole
derivatives of form&%%ﬁsﬁk%ﬁjﬁiﬁ:%élgskeg Rﬂrghgw g&ét)rgj ?—f%gi%%s& gn°?@6g%ﬁ?ﬁ@%§§§fﬁ%®alkyI,
heteroaryl, heteroargyd csBYAlKigterpeyhleteaidenyie adsyold alkdanaanitkepstirentical kyhethese tidid Heing
optionally substitutegeyith, QA aaseiaHBFIHR IR IRoRsR KR falRgamseN A% A2 CRH. ORS,
COOH, C(O)ORS, -O-C{O)R8, NR8R9 NHCCSO)RS Cﬁ_\()) NR8R9, SR8, S&OE)R8

NO,, NH,, OH, OR10, COOH, C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10,

10 C(O)NRI10R11, NHC(S)R10, C(S)NR10OR11, SR10, S(O)R10, SO2R10, NHSO:R10,
SO2NR10R11, -O-SO2R10, -SO2-0O-R10, aryl, heteroaryl, formyl, trifluoromethyl and

trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,
alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or

15 more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NHo,
OH, COOH, COOalkyl, CONH, formyl, trifluoromethyl and trifluoromethoxy;

to the isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers,

diastereoisomers and tautomers thereof, and aso the pharmaceutically acceptable
sdts thereof, for the preparation of medivcina products.

20 Preferably aso, the present invention relates to the aminoindazole derivatives of

formula (1) in which:
RisO
R4 and R7 are H

R3 is un (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl,
25 heterocycle, cycloalkyl or alkenylradical; these radicals being optionaly substituted
with one or more substituents chosen from halogen, CN, NO,, NH,, OH, ORS,
COOH, C(O)OR8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NRSR9, SR8, S(O)RS,



WO 03/078403 9 PCT/FR03/00752 S02R8, NHSO2R8, SO2NR8R9, C(S)NR8R9, NHC(S)R8,

-O-SO2RS, SOZ-O-I@ éégg roaryl, formyl, trifluororgethyl, trifluoromethyl n_fr:gy 8%
trifluoromethoxy; 5R gl)ned[iy aég chosen, independentlggof each other, from t%%l?ollow%g ra2dicals:

hydrogen, halogen, CN, NO2, NH2, OH, COOH, C(O)ORS, -O-C(O)R8, NR8RS9,
NHC(O)R8,C(O)NR8R9,NHC(S)R8,C(S)NR8R9, SR8,S(0O)R8, S02RS,
NHSO2R8,SO2NR8RY, trifluoromethyl, trifluoromethoxy,(1-6C)alkyl, (1 6C)alkoxy, aryl, aryl(16C)alkyl,

heteroaryl, heteroaryl 1-6C)a|k§éheteroc cle, cycloalkyl, alkenyl; these radicals beiggpo tionally
substituted with oneXPForé T ikt EHoerr %I&ﬂéﬁ(w NOZORE, S &R30, COOH,

C(O)OR10, -O-C(OR10, MB&@RYL, NHE(P)R 16 CE@INRARR 1 LN EESHRYGLBIEINR1GRI1, SR10,

S(O)R10, SO2R10, tI>I USO(I‘)O%nR %XS_OZNRloRll, -O-SO2R10, -SO2-0-R10, aryl, heteroaryl, formyl,
trifluoromethyl and tiHusTome ho}fy; R8, R9, R10, RI | are, independently of each other, a hydrogen,

(1-6C)alkyl, aryl, 15 alkgllrﬁyl alkynyl or heteroaryl, themselves bein%optionally substituted with one or
more substituents chos fl%‘?naf%ﬂlﬁ’é?ﬂ’ (NERSADH Y e E301KIRET: CRRAMNER F Wi ngidiedson,
COOalkyl, CONH2, hgtnogeririfidotemetiy Ko, tnfleoromet@a, to(theRS; e rpCiOyRS,asR8RaNtiomers,
diastereoisomers a j St ta he e m icall ptable salts
thereof, for the 20 W&@%ﬂn oﬁ@ﬁ@%@?’prﬁ&%@%ﬁ th%a%ilﬁﬁl l|:($:)8r’ls eréin%%%anﬁ%%ginbelow, the
alkyl(1-6C) radicals b3R8, to SODHREBA, atdiiikianometingi g hitoi intansteekhai(d; Gheskieny(lradicals
contain 2to 6 carbgp angh1 1o, 31epetygaied AEBRGONKES Q_lé@gim ndsdiya$tiaight or
branched chain; the alzryi}%ml&r/a(;%éﬂs %rgnggin t_ow6 carbon gtr_c))ms ar%ﬂﬂo 325 _(gonjugate or
non-conjugated tripl@yﬁl&%ét linalkemdighiest rdiGekTeRFiga Py PRstiiied WHD GR5<¥n ISR phenyl,
naphthyl and indenysunestuiaay theushshidricehiogitn, @, NaROKe-b g eoR10) eCioDerce(@) Griioals are 3- to
10-membered, oPtoRRY 5)R10, NR1ORLL, NHC(O)R10, C(ONRIORLL, NHC(S)R10, C(SNRIORIL,
SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11, -O-SOR10, -SO,-0O-R10, aryl,

heteroaryl, formyl, trifluoromethyl and trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,

15 dkenyl, akynyl or heteroaryl, themselves being optionally substituted with one or
more substituents chosen from haogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NHa,
OH, COOH, COOalkyl, CONH,, formyl, trifluoromethyl and trifluoromethoxy;

to the racemic mixtures, enantiomers, diasterecisomers and mixtures thereof, the
tautomers thereof and the pharmaceutically acceptable sdts thereof, for the

20  preparation of medicinal products.

In the definitions hereinabove and hereinbelow, the alkyl(1-6C) radicals contain 1 to
6 carbon atoms in a straight or branched chain; the alkenyl radicals contain 2 to 6
carbon atoms and 1 to 3 conjugated or non-conjugated double bonds in a straight or
branched chain; the akynyl radicals contain 2 to 6 carbon atoms and 1 to 3
25 conjugated or non-conjugated triple bonds in a straight or branched chain; the aryl
radicals are chosen from phenyl, naphthyl and indenyl and may e substituted with
one or more halogens; the heteroaryl radicas are 3- to 10-membered, optionally
containing one or more hetero atoms chosen from oxygen, sulphur and nitrogen, in

particular thiazolyl, thienyl, pyrrolyl, pyridyl, furyl, imidazolyl, oxazolyl, pyrazinyl,



containing one or more hetero atoms chosen from oxygen, sulphur and nitrogen, in particular thiazolyl,

thienyl, pyrrolyl, pyri\%/b ég@%ﬁ@?_azolyl, oxazolyl, pyraﬂayl, WO 03/078403 1|9£_ T|45§8&;§ 752

tetrazolyl; the halogen't al'is either chlorine, iodine, fluorine or bromine; the “polycycloalkyl radicals are
chosen from adamantyl, quinuclidinyl, bomanyl, norbomanyl, bomenyl and norbornenyl; the heteroaryl
radicals fused to a cycloalkyl (1-10C) are chosen from indanyl, isochromanyl, chromanyl, 1,2,3,4 5
tetrahydroisoquinolyl and 1,2,3,4-tetrahydroquinolyl; the heterocyclic radicals contain one or two hetero
atoms chosen from oxygen, sulphur and nitrogen and in particular represent piperidyl, morpholinyl,
pyrrolidinyl, imidazoldifsAlY pyfaZlaRYI T aishi A SiaRy RIS 1 BHYE: i@HWéQ%IRﬁiM%QSQ@HﬁJIinyI and
piperazinyl. 10 The polygyeluatkyiof taficzida §k cehdain ofreror eolaneaetgl maoeiicidandpnisoarhynay

therefore be in the form of iso[ngrs racemic mixtures, enanti mers a}ggcgisafsts%@rpisomﬁrs these forms

also form part of the”.‘?{\*?é’m?é‘?ﬁ; agrggn i%&rgg Og}%%‘l.’ ,&hr(ralcr)]nger ﬁ%ycompoun 01 Torm é)%lllfyt at are

useful according to fHel@fventie, Ehosedn Hiey be rdae, of asHusinoanrlg cehipoamds: 15234
4-[(6-chloro. 1H5inq%daégé@%ﬁrm%@'ti}ﬁ%fﬁll’@(&z%?%r&aﬁ%é}yﬁ@'ﬂ@orﬁbterocyclic radicals

1H-indazol-3-yl)amino]-4-oxo-2-butenoic acid et

y : :
4-[(6-chloro-1H-indc51A, A AR YR 55570 FIOMR GRRELIFRT @gen. sulphur and nitrogen and in

4-[(6-chloro-1H-indazetidn amigmésbaxo- ghbwiteyipatenorpholinyl,  pyrrolidinyl,  imidazolidinyl,
4-[(6-ch|oro-1H-indazol-3a“ Im;noi—4-oxo-2-buéan&ii%?®ig.

20 (22) 4-[(5-bromo- -
1H-indazoI-S-yI)ami%j[ﬂz-oxoy-bu Seortlrg%Z%II(':(?('JI1 YoE ? -éﬂﬁ’ro!%@%@@ai&@ﬁ%% -|4-3§]<g-2-butenoic

acid (2E) 4-[(5-brorRiPetad@idazol-3-yl)amino]-4-oxo-2-butenoic acid (2Z) 4-[(6-chloro.
1H-indazol-3-yl)amino]-4-oxo-2-butenoic acid 4-[(5-bromo- 1H-indazol-3-yl)amino]-4-oxo-2-butanoic acid
WO 03/078403d1 The compounds of formula (I) contain one or more asymmetric carbons and may

therefore be in the form of isomers, racemic mixtures, enantiomers and

diastereocisomers; these forms also form part of the invention, as do mixtures thereof.

Among the compounds of formula (1) that are useful according to the invention,

mention may be made of the following compounds:

15 (22) 4 (6-chlorc 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
(2E) 4 (6-chloro 1H-indazol-3-yl)amino]- 4-oxo-2- butenoic acid
ethyl (2E) 4 (6-chloro 1H-indazol 3-yl)amino]- 4- oxo-2-butenoate
ethyl (22) 4{(6-chloro 1H -indazol- 3-yl)amino]- 4 oxo-2-butenoate
4-[ (6-chloro-1H-indazol-3-yl)amino] - 4-oxo-2-butanoic acid

20  (2Z) 4 (5 bromo 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
(2E) 4 (6-chloro 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
(2E) 4 (5 bromo-1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
(2Z) 4 (6-chloro 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid

4-[ (5 bromo- 1H-indazol-3-yl)amino] - 4-oxo-2- butanoic acid



PCT/FR03/00752 (2E) N- (6 -chloro-1H-indazol-3-yl)-2-butenamide (22)

N-(6-chloro-1H- ind - %Z}l@tenamlde N{6-chloro- Jlll—| -indazol-3-yl)-3- but éz éi; hloride
methyl 4-[(6- chloro |nda -3-yl)amino]-4-oxo-2-butanoate 5 N{6- chloro -indazol- -%acetamlde

N{6-chloro-1H-indazol-3-yl)butanamide (2E) N-(6-bromo- 1H-indazol3-yl)-2-butenamide (2E) N-(5-methyl
1H-indazol3-yl)-2-butenamide (2Z) N-(6-bromo- 1H-indazol3-yl)-2-butenamide 10
(2Z)N-(5-methyllH-indazol3-yl)-2-butenamide N{6-chloro-1H-indazol-3-yl)-2-propanamide (2E)
N-[6-(trifluoromethy @H -indazol3-yl]-2-butenamide (2Z) N-[6-(trifluoromethy)I-

1H-indazol3-yl]-2-b R AMEE R G U PHeE T of AR ¥R -indazol-3-ylJamino] -4- oxobutanoate 15
(2E)N-[5-(trifluoromethyl)-1H-indazol3-yl]-2-butenamide (22)
N-[5-(trifluoromethy§2ZHN r{@chdoyd H2 Ll prah il ¢t @-INten@iditoro-1 H-indazol-3-yl]- 2-butanamide
N-[4-chloro-1H-indazol-3-yllbutanamide N-[6-(trifluoromethyl)-1H-indazol3-yl]butanamide 20

N-[6-chloro-1H-indarplescyilleopenanaidr VG OBRFRANE HdEitiae3/00752
N-[5-(trifluoromethyl)-1H-indazol3-yl]butanamide N-[5-nitro- 1H -indazol3 -yl]butanamide N-[6-bromo-

1H-indazol-3-yl]butanamjfe Rg—g@,@mmwgmh&mm@mg N-[4-iodo-
1H-indazol-3-yl]lbutanamide N-[6-phenyl 1H-indazol-3-yl] butanamide
5  N-(6-chloro-1H-indazol-3-yl)acetamide
N -(6-chloro-1H-indazol-3-yl)butanamide
(2E) N-(6-bromo 1H -indazol 3-yl)- 2- butenamide
(2E) N -(5methyl- 1H-indazol- 3-yl)- 2-butenamide
(22) N -(6-bromo- 1H-indazol-3-yl)- 2-butenamide
10 (2Z) N-(5methyl-1H-indazol- 3-yl)- 2-butenamide
N -(6-chloro-1H-indazol-3-yl)- 2-propanamide
(2E) N -[ 6-(trifluoromethyl) - 1H -indazol- 3-yl]- 2- butenamide
(2Z) N -[ 6-(trifluoromethy)l- 1H -indazol- 3-yl]- 2- butenamide
ethyl 4[[6 (trifluoromethyl)- 1H-indazol- 3-yl]amino] - 4- oxobutanoate
15  (2E) N-[5(trifluoromethyl)-1H -indazol- 3-yl]- 2-butenamide
(22) N-[ 5(trifluoromethyl) - 1H -indazol- 3-yl]- 2-butenamide
N -[5-chloro-1H-indazol-3-yl]- 2-butanamide
N -[4-chloro-1H-indazol-3-yl]butanamide
N -[ 6-(trifluoromethyl)- 1H-indazol- 3-yl] butanamide

20  N-6-chloro-1H-indazol-3-yl]propenamide



N-[6-bromo-5,7-dinitro- 1H-indazol-3-yl]lbutanamide N-[6-bromo-7-nitro- 1H-indazol-3-yl]butanamide

N-[6-bromo-5-nitro- %lg%ﬁ; -3-yllbutanamide 10 N-[6i&3-furyl)-1H-indazol-?ﬁééqggm%%
pheny ypheny

N-[6-[4-(phenylmethoXy) -1H-indazol-3-yl]butanamide N-[6-(4-hydrox
-1H-indazol-3-yl]butanamide N-[6-chloro-1H-indazol-3-yl] benzenamide N-[6-(3
,5-difluorophenyl)-1H-indazol-3-yllbutanamide 15 N-[6-(3-thiophenyl)-1H-indazol-3-yl]butanamide
N-[6-chloro-1H-indazol-3-yl]-2-thiopheneacetamide N-[5-[
[3-(fluorophenyl)sulphonyl]amino]-1H-indazol-3-yl]benzamide.
N-[6-(2-chlorophenyl)-THHEAZ S18E b ik HifegR- 3-y!]butanamide
N-[6-(2-chloro-4-hydroxyphenyl)-1H-indazol-3-yl]butanamide 20
N-[6-(4-ethylpheny|)NH-initre/bi-BgaenttanyHimigeamide03/078403 13 PCT/FR03/00752
N-[6-(4-ethenylphenyl) -1H-indazol-3-yl] butanamide N-[6-(4pyridyl) -1H-indazol-3-yl] butanamide
N-[6-(phenylmethyl) Nlig-baskasal-Biylardicmantigtenahige(4-aminophenyl)-1H-indazol-3-yllbutanamide 5
N-[6-(1-morpholino)-1H-indazol-3-yl]butanamide N-[6-[(4-phenylethynyl) phenyl]

_1H-indazol-3-y|]but§pmggsg% B-2rrrarsyiideindazel-3-ylloutanamide N-[5-amino-1H-indazol-3
-yllbutanamide N-[6-bromo-5-chloro- 1H-indazol-3-yl]butanamide 10 N-[6-chloro-5-bromo-

1H-indazol-3-yl}butanamid -[6-chlorg;Senitro- 1H-indazol-3-ylJbutanamide N-[6-(4-hydroxyphenyl)
-5-bromo- 1H-ir]1'°zazo ab%ﬂgcﬁ%é?ﬁl e{ Yﬂ&tﬁa}ﬁaﬂp&yphenyl)

-5-(phenylamino)-lH-indazoI-S-i/I butanamide _
N - 6-pheny} 1H-indazol-3-yl]butanamide

N -[6-bromo-5,7-dinitro- 1H-indazol - 3-yl] butanamide
N -[ 6-bromo- 7-nitro- 1H-indazol-3-yl]butanamide
N -[ 6-bromo- 5-nitro- 1H-indazol-3-yl]butanamide
10  N-6-(3-furyl)-1H-indazol-3-yl]butanamide
N -[6-[ 4 (phenylmethoxy)phenyl] - 1H-indazol- 3-yl]butanamide
N -[6-(4 hydroxyphenyl) -1H-indazol-3-yl]butanamide
N -[6-chloro-1H-indazol-3-yl]benzenamide
N -6-(3,5-difluorophenyl)- 1H-indazol - 3-yl] butanamide
15  N-6-(3thiophenyl)- 1H-indazol- 3-yl]butanamide
N -[6-chloro-1H-indazol - 3-yl] - 2-thiopheneacetamide
N -[ 5-[[3-(fluorophenyl)sul phonyl]amino]-1H-indazol-3- yl|benzamide
N -[6-(2-chlorophenyl)- 1H-indazol- 3-yl]butanamide
N -[6-(2-chlora 4-hydroxyphenyl)-1H-indazol- 3-yl]butanamide

20  N-{6-(4ethylphenyl)- 1H-indazol- 3-yl]butanamide



N-[6-(4-hydroxyphenyl) -5-(2-phenylethenyl)-1H-indazol-3-yl]butanamide 15 N-[6-(4-hydroxyphenyl)

-5-phenylcarbonyl-1H-i Lﬁﬁi [loutanamide N-[6-(4-hydroxyphenyl)
-5-[3-(dimethylaminltg@cggy%r’?y ) indazol yl]butana%’de PCT/FRO3/00752

N-[6-chloro-1H-indazol-3-yl]-3-thiophenecarboxamide N-[6-chloro-1H-indazol-3-y11-2-pyridineacetamide
20 N-[6-chloro-1H-indazol-3-yl]-3-pyridinecarboxamide WO 03/078403 14 PCT/FR03/00752
N-[6-chloro-1H-indazol-3-yl] benzeneacetamide N-[6-chloro-1H-indazol-3-yllbenzenepropanamide
N-[6-chloro-1H-indazol-3-yl]-3-pyridineacetamide N-[6-chloro-1H-indazol-3-yl]-2chloroacetamide 5
N-[6-chloro-1H-indablS(§ithem iyl ddceeamniad YNDEBRBRE 1H-indazol-3-y1]- 1-piperazineacetamide
N-[6-chloro-1H-indazol-3-yl]-4-[(2-methoxyethyl)amino]cyclohexanecarboxamide 4-amino-N-[6-chloro-
1H-indazol-3-yl]-1-pl¥eAdmzddyboMdrinderoNFsLEnEnRamideindazol-3-yl]-4-morpholinylcarboxamide 10 the
isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers, diastereoisomers and

tautomers thereof, and alphciyeniaanaceiidasdlyAdpantabia dsalts thereof, and more particularly the
following compounds (2Z) 4-[(6-chloro- 1H-indazol-3-yl)amino]-4-oxo-2-butenoic acid 15 ethyl (2E)

4-[(6-chloro-1H-indagqls3- i %@ 2 ) _
4-[(6-chIoro-lH-ind23gl?gg%gmﬁgﬁ?&%gﬁ%ng%%mmam'de

-4-0xo0-2-butanoic acid (2Z) 4-[(5-bromo-

1H-indazol-3-yl)aminpl-4-0xo-2-butenojc acid_(2 -[(6-chloro- 1H-indazol-3-yl)amino]-4-oxo-2-butenoic
acid 2 [-brom. IR e AR e M e 20

(2E)N-(6-chloro-1H-indazol-3-yl)-2-butenamide _ _
N - 6-[ (4- phenylethynyl) phenyl] - 1H-indazol-3-yl]butanamide

N -[6-(2- propenyl) - 1H-indazol- 3-yl]butanamide

N -[ 5-amino-1H-indazol-3- yl] butanamide

N -[ 6-bromo- 5-chloro-1H-indazol - 3-yl] butanamide
10  N-[6-chloro-5-bromo-1H-indazol - 3-yl]butanamide

N -[6-chloro-5-nitro-1H-indazol-3-yl] butanamide

N -[6-(4 hydroxyphenyl) -5-bromo-1H-indazol - 3-yl]butanamide

N -[6-(4 hydroxyphenyl) -5-(phenylamino) - 1H-indazol-3-yl] butanamide

N - 6-(4 hydroxyphenyl) -5-(2-phenylethenyl)- 1H -indazol 3-yl]butanamide
15  N-6-(4 hydroxyphenyl)-5-phenylcarbonyl- 1H -indazol- 3-yl] butanamide

N - 6-(4 hydroxyphenyl) -5 3-(dimethylamino)propynyl]-1H-indazol-3-
yl]butanamide

N -[ 6-chloro-1H- indazol- 3-yI]- 3-thiophenecarboxamide
N -[ 6-chloro-1H- indazol-3-yl]- 2-pyridineacetamide

20  N-{6-chloro-1H-indazol-3-yl]- 3-pyridinecarboxamide



WO 03/078403 15 PCT/FR03/00752 N{6-chloro-1H-indazol-3-yl)-3-butenamide hydrochloride methyl

4-[(6-chloro- 1H-ind% Ib"aa-&.}gga@o]-4-oxo-2-butanoate lﬁl{6-chIoro-lH-indaz%&ypﬁgg%eN 5 -
-y e -(5-methy

N{6-chloro-1H-indazol- utanamide 5 (2E)N-(6-bromo-IH-indazol3-yl)-2-butenami
1H-indazol3-yl)-2-butenamide N{6-chloro-1H-indazol-3-yl)-2-propanamide (2E)
N-[6-(trifluoromethyl)-1H-indazol3-yl]-2-butenamide ethyl 4-[ [ fr (trifluoromethyl) -1H-indazol-3-ylJamino]
-4- oxobutanoate 10 (2E)N-[5-(trifluoromethyl)-1H-indazol3-yl]-2-butenamide N -[ 5-chloro-1
H-indazol-3-yl]- 2-butanamide N-[4-chloro-1H-indazol-3-yl]butanamide

N-[6-(trifluoromethyIN 1B SH@ES - YiBTRL R ReBZNEELAIAS- 1H-indazol-3-yl]propenamide 15
N-[5-(trifluoromethyl)-1H-indazol3-yl]butanamide N-[5-nitro- 1H -indazol3 -yl]butanamide N-[6-bromo-
1H-indazol-3-yl]butaNdminore-féi cirazslt3- y 2banzenemopanaidroxy]methyl]-1H-indazol-3-yl]butanamide
N-[6-(3-pyridyl)-1H-indazol-3-yl[butanamide 20 N-[4-iodo- 1H-indazol-3-yl]butanamide WO 03/078403 16
PCT/FR03/00752 NNG#beiayd-1H-indaopB3y! BipytanasaieamiNid6-bromo-5,7-dinitro-
1H-indazol-3-yl]butanamide N-[6-bromo-7-nitro- 1H-indazol-3-yl]butanamide N-[6-bromo-5-nitro-

1H-indazol-3-y|]butqqq@]@@oﬁ}l\iﬁ(ﬁﬁgé%pﬁﬂszeﬁgng@g@hﬁdgl]butanamide
5  N-[6-chloro-1H-indazol-3-yl]-4-morpholineacetamide
N -[6-chloro-1H-indazol-3-yl] - 1-piperazineacetamide
N -[6-chloro-1H-indazol-3-yl]-4-[ (2-methoxyethyl)amino] cycl ohexanecarboxamide
4-amino-N-[ 6-chloro- 1H-indazol- 3-yl]- 1- pi peridinecarboxamide
N - 6-chloro-1H-indazol-3-yl]- 4-morpholinyl carboxamide

10 the isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers,
diastereoisomers and tautomers thereof, and aso the pharmaceutically acceptable
salts thereof,

and more particularly the following compounds

(2Z) 4 (6-chloro 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
15 ethyl (2E) 4{(6-chlorc 1H-indazol- 3-yl)amino]-4 oxo-2-butenoate

4-[ (6-chloro-1H-indazol-3-yl)amino] - 4-oxo-2-butanoic acid

(2Z) 4 (5 bromo-1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid

(2E) 4-[(6-chloro 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid

4-[ (5 bromo- 1H-indazol-3-yl)amino] - 4-oxo-2- butanoic acid

20  (2E) N-(6-chloro-1H-indazol-3-yl)- 2-butenamide



N-[6-[4-(phenylmethoxy)phenyl] -1H-indazol-3-yl]butanamide

N-[6-(4-hydroxy-phev$>/§bljl—kéﬁ'§% ol3-yllbutanamide N -[ 6-chloro-1 H-indazolﬁﬁﬁ]:%(égﬁd}ggﬂde N-[[6
-1H-indazol- -3-y

(3,5-difluorophenyl) -yl]Jbutanamide 10 N-[6-(3-thienyl)-1H-indazo dtanamide
N-[6-chloro-1H-indazol-3-yl]-2-thiopheneacetamide N-[5- [
(3-fluorophenyl)sulphonyllamino]-1H-indazol-3-yl]benzamide
N-[6-(2-phenylethyl)-1H-indazol-3-yl]butanamide N-(6,7-difluoro- 1H-indazol3-yl)butanamide 15
N-[6-(4-methoxyphenyl}1H-indazol-3-yllbutanamide _

N-[6-(4-methylthiopAERSTITM g ey frh=hR iR IR R reeiliSFomethoxyphenyl)
-1H-indazol-3-yllbutanamide N-[(6-(1-propenyl)-1H-indazol-3-yl]butanamide N -[ 6-chloro-1
H-indazol-3-yl]- 2-pyTetinédeitfost airié-Rmoeqe-Rayiaotophéeyn-21auacee|-3-yl butanamide WO
03/078403 17 PCT/FR03/00752 N-[6-[4-(1,1-dimethylethyl)phenyl]-1H-indazol-3-yl]butanamide
N-[6-bromo-7-aminavl¢d-onftaaalH 3ndbdunanp aienide
N-[6-[4-(trifluoromethyl)phenyl]-1H-indazol-3-yl]butanamide

N-[6-(4-methylphenyl) bidripgaan-Frdlek AR mide
N-[6-(3,5-dichlorophenyl)-1H-indazol-3-yl]butanamide

N-[6-chloro-1H-indazgl-3:yl]-3,5-dich|lorobenzamide, N-[6-(4-chlorophenyl)-1H-indazol-3-yl] butanamide
N-[6-ch|oro-1H-$da§(gk§%I§ eﬁ%@r?(gjpﬁégaarlzgzkna%& (t?% H(%Q)%@éa?ate
N-[6-chloro-1H-indazol-3-yl|[benzenepropanamide 10 N-[[6-(4-ethylphenyl)-1H-indazol-3-yl]]butanamide
N-[6-(4-pyridyl)-1H-iiERDbI Bl O 8) atiHEEMLHed azol-3-yI) butanamide

N -(6-chloro-1H-indazol-3-yl)- 2-propanamide

(2E) N -[ 6-(trifluoromethyl) - 1H -indazol- 3-yl]- 2- butenamide

ethyl 4[[6 (trifluoromethyl) - 1H-indazol- 3-yl]amino] - 4- oxobutanoate
10  (2E) N-[5(trifluoromethyl)-1H -indazol- 3-yl]- 2- butenamide

N -[5-chloro-1H-indazol-3-yl]- 2-butanamide

N -[4-chloro-1H-indazol-3-yl] butanamide

N -[6-(trifluoromethyl)- 1H-indazol- 3-yl] butanamide

N -6-chloro-1H-indazol-3-yl] propenamide
15 N5 (trifluoromethyl)- 1H-indazol- 3-yl] butanamide

N -[5-nitro 1H -indazol 3-yl] butanamide

N -[ 6-bromo- 1H-indazol-3-yl]butanamide

N -[6-chloro-1- [ 2(trimethylsilyl)ethoxy] methyl]-1H-indazol-3-yl] butanamide

N-[6-(3 pyridyl)-1H-indazol- 3-yl]butanamide

20 N-4-iodo 1H-indazol- 3-yl]butanamide



N-(5-bromo-6chloro-1H-indazol-3-yl)butanamide N-(6-chloro-1H-indazol-3-yl)-2-thiophenecarboxamide

15 N-(6-chloro-1H-in -3-y)-2-methylpropylamide 4-chloro-N-(6chloro-1Hj =3- tanamide
N-(5-phenyI60hIoro-ﬁﬁ§%§%§%— -yl)butanamide it ﬁe%ﬁbg/éﬁ)]gﬂ

N-[5-bromo-6-[4-(phenylmethoxy)phenyl]-1H-indazol-3-yl]butanamide
N-[5-bromo-6-(4-hydroxyphenyl)-1H-indazol-3-yl]butanamide 20
N-[[6-(4-nitrophenyl)-1H-indazol-3-yl]]butanamide WO 03/078403 18 PCT/FR03/00752
N-[6-(2-chorophenyl)-1H-indazol-3-yl]butanamide N-[6-[3-(phenylmethoxy)phenyl]

-1H-indazol-3-yl]but 'Eﬁ?ﬂﬂ"é‘yl’illr@(!?’!?'ﬁ%%)(%ﬂ@?@m'ng-indazoI-3-yI]butanamide
N-[6-chloro-5-(4-pyridyl)-1H-indazol-3-yl]butanamide 5 N-[6-chloro-5-(3-furyl)-1H-indazol-3-ylJbutanamide
N-[6-[ 2-chloro-4-(pHéhé RietrbRyyoHeio I Hndereh 2oy Boyigbarigamide
N-[6-(2-chloro-4-hydroxyphenyl)-1H-indazol-3-yllbutanamide N-[5,6-dibromo- 1H-indazol-3-yl]butanamide
N-[6-chloro-1H-indarp|e3tydnb2-3ig4 Harwrpsaiuoyahaiana@ide 10
N-[6-chloro-5-(4-fluorophenyl)-1H-indazol-3-ylJbutanamide N-[[6-(4-aminophenyl)

-1H-indazol-3-yl]]outqnamigeo™-Prl41difehyianiniehemds 1H-indazol-3-ylJbutanamide
N-(6-chloro-1H-indazol-3-yl)-4-methyl-1-piperazineacetamide

N-(6-chloro-1H-indazol-3-yD-1-piperidineacetami 5 .
N-(6-ch|oro-1H-%da§|(.3l:-@-ﬁ%‘rz‘ﬂi12 ﬂf'pfhﬂd %%%8L%¥ﬂl§%amM| de
N-(6-chloro-1H-indazol-3-yl)-1H-1,2,4-triazole-1-acetamide _
N-(6-chloro-1H-indabol 53 Jrijebeppiarheey Risivb) ddedardle3 YL pytagIHR thyl) amino]-N-(6-chloro-
1H-indazol-3-yl)acetamide N-(6-chloro-1H-indazol-3-yl)-1H-azepine-1-acetamide

N -[6-(4 hydroxy-phenyl)- 1H -indazo} 3-yl] butanamide

N -[6-chloro-1H-indazol-3-yl]benzenamide
N-[[6(3,5difluorophenyl)-1H-indazol-3-yl]]butanamide
10  N-6-(3thienyl)-1H-indazol- 3 yl]butanamide
N -[6-chloro-1H-indazol-3-yl]- 2-thiopheneacetamide
N -[5-[[ (3fluorophenyl)sul phonyl]amino]-1H-indazol-3- yl]|benzamide
N -[6-(2-phenylethyl)- 1H-indazol - 3-yl]butanamide
N-(6,7-difluore 1H-indazol- 3-yl)butanamide
15  N-6-(4 methoxyphenyl)- 1H-indazol-3-yl]butanamide
N -[ 6-(4 methylthiophenyl) - 1H-indazol-3-yl]butanamide
N -[ 6-(4-trifluoromethoxyphenyl) - 1H-indazol - 3-yl]butanamide
N[ (6-(1- propenyl)-1H-indazol- 3-yl]butanamide
N -[6-chloro-1H-indazol-3-yl]- 2-pyridinecarboxamide

20  N-6-(4fluorophenyl)- 1H-indazol-3-yl]butanamide



20 N-(6-chloro-1H-indazol-3-yl)-1-piperazineacetamide WO 03/078403 19 PCT/FR03/00752
&S[S-(dimethylamino)prop ] aminoj]acetamide

N-(6-chloro-1H-ind -3:-y1)-2-
N-(6-ch|oro-1H-ind2§\gé§-%/ﬁ?éﬁomorpholine -4-acetamide N-(6-c:hIoro-lH-indlgt(z:(-)rll-%l3)%3{00752
Ipyrrolidineacetamide N-(6-chloro-1H-indazol-3-yl)- 2-[ [2-(dimethylamino)ethyllJamino]acetamide 5
N-(6-chloro-1H-indazol-3-yl)-1cyclopropylaminoacetamide trifluoroacetate
N-(6-chloro-1H-indazol-3-yl)-1-cyclopropylaminoacetamide
N-(6-chloro-1H-indazol-3-yl)-2-(2-diethylaminoethylamino)acetamide tris(trifluoro acetate)
N-(6-chloro-LH-indabeios 1 oH R ERH IR aRETTD O
N-[5,6-diphenyl-1H-indazol-3-yl]butanamide N-[6-chloro-5-(4-methylphenyl)-1H-indazol-3-yl]butanamide
N-[5-phenyl6-[4- (phEriphbretneiamhnii]-inspiadxtibetenpmideinamide
N-[5-phenyl6-(4-hydroxyphenyl)-1H-indazol-3 -yl]butanamide
N-[6-chloro-5-(4-pyridyB-4ttiielaromaty pHayamide ddazol- 3-yl] butanamide
N-[5-(4-aminophenyl)-6chloro-1H-indazol-3-yllbutanamide N-[6-chloro-5-(4-ethylphenyl) -1H

-indazol3-yllbutanargjgg. iz Syhl4rpheRdmehRaRhggy!]-1H-indazol3-yllbutanamide
N-[6-chloro-5-(4-hydroxyphenyl)-1H-indazol-3-yl]butanamide N-[5,6-bis [4-(phenylmethoxy)phenyl] -1H

-indazol-3-yl]butanapi -[9,6-bis(4-hydraxyphenyl)-1H-indazol-3-yl]butanamide WO 03/078403 20
PCT/FRO3/OO75% Nﬁﬁ%ﬁ%ﬁqﬂpﬁ?ﬁgl&:ﬁméfﬁ%&%@l@éﬁmﬂyé\%azol-3-yl]butanamide
N-[5-(3-furyl)-6-([4-hydroxyphenyl)-1H-indazol-3-yllbutanamide N-[5-(4-ethylphenyl)-
6-[4-(phenylmethoxﬁdﬁér€qﬂ{-ci Hiaeazel-3 WiBondichlpigkenzamide
N-[5-(4-ethylphenyl)-6-(4-hydroxyphenyl)-1H-indazol-3-yl]butanamide

N -6-(4chlorophenyl)- 1H-indazol- 3-yl]butanamide

N -[ 6-chloro-1H-indazol-3-yl]benzenepropanamide trifluoroacetate
N -[6-chloro-1H-indazol-3-yl] benzenepropanamide
10  N-[[6(4-ethylphenyl) -1H-indazol-3-yl]]butanamide
N-[6-(4 pyridyl)-1H-indazol- 3-yl]butanamide
N -(5-amino-1H-indazol-3-yl)butanamide
N -(5-bromo- 6-chloro-1H- indazol - 3-yl) butanamide
N -(6-chloro-1H-indazol-3-yl)- 2-thiophenecarboxamide
15  N-(6-chloro-1H-indazol-3-yl)- 2-methyl propylamide
4-chloro-N-(6-chloro-1H-indazol - 3-yl)butanamide
N -(5-pheny} 6-chl oro-1H-indazol -3- yl) butanamide
N -[ 5-bromo- 6 4-(phenylmethoxy)phenyl]- 1H -indazol- 3-yl] butanamide
N -[ 5-bromo- 6-(4- hydroxyphenyl)-1H-indazol - 3-yl]butanamide

20  N-[6(4-nitrophenyl)-1H-indazol-3-yl]]butanamide



5 N-[5-(3-pyridyl)-6-[4-(phenylmethoxy)phenyl]-1H-indazol-3-yl]butanamide

N-[5-(3-pyridyl)-6-(4; ?)8%9. yl) -1H-indazol-3-yl]butgnamide N-[5-( 2-
furyl)-6-[4-(phenylmgr§g§?/ pher8§/l]-1 H-indazol-3-y|]butz;[r$amide N-[5-(2- furyll§-%-f(f-|?1())/3 P(())Z%henyl)

-1H-indazol-3-yl] butanamide N-(5-bromo-6chloro-7-nitro- 1H-indazol-3-yl)butanamide 10
N-(5-bromo-6,7-difluoro-1H-indazol-3-yl)butanamide N-[6-(4-cyanophenyl) -1H-indazol-3-yl]butanamide
N-(6,7-difluoro- 5-nitro. 1H-indazol-3-yl)butanamide N-(6,7-difluoro-5-phenyl-1H-indazol-3-yl)butanamide
N-[6-(6-hydroxypyrid-3-yl)-1H-indazol-3-yl]butanamide 15 _

N-[6-(3,4-dihydroxyﬁﬁ'&%ﬁ%pﬂ@fmﬁntg rjpdegRaBYaRIBI S acetate N-[6-(3 ,4-dihydroxyphenyl)
-1H-indazol-3-yllbutanamide N-[7-fluoro-5-nitro-6-[2-(phenylethyl)amino] -1H-indazol-3-yl]butanamide
N-(7-fluoro-5-nitr(y6Nriérph (iesyImeihera2oney] itd ndaratte W q@tamaaides -amino-6-morpholino-
1H-indazol-3-yl)butanamide 20 N-(5-bromo- 7-fluoro- 6-morpholino- 1H-indazol-3-yl)butanamide WO

03/078403 21 PCT/RR@IDY&radphérjuonetardaibiagmeibyamidd-indazol-3-yl[butanamide
N-(6-bromo-4,5,7-tifluoro- 1H-indazol-3-yl)butanamide N-[

6-(6-aminopyrid- 3R 2HlRdASSk MBI HS9iRRg Gl |
6-(6-aminopyrid-3-yl)-1H-indazol-3-yl]butanamide 5 2-chloro-N-(6,7-difluoro-1H-indazol-3-yl)acetamide

N-(6,7-difluoro- &H-@qﬁ%%l-gr-&lg-g%%[)qg%q_elﬂgaezt&@%ﬁm@%%mgrs thereof, the mixtures thereof, the

racemic mixtures, enahntiomers, reoisomers and tautomers thereof, and also the pharmaceutically
acceptable salts thereof. 10 The invention also relates to the pharmaceutical compositions containing, as

active principle, a dérilReN I RtriRlE e Rmeheatdi -indazol-3-yl]butanamide

N -[6-(2-chloro 4-hydroxyphenyl)-1H-indazol- 3-yl]butanamide
N -[5,6-dibromo- 1H-indazol- 3-yl]butanamide
N -[6-chloro-1H-indazol-3-yl]- 2,2,3,3,4,4,4 heptafluorobutanamide
10  N-[6-chloro-5(4-fluorophenyl)-1H-indazol- 3-yl]butanamide
N-[[ 6-(4-aminophenyl) - 1H-indazol- 3-yl]]butanamide
N -[ 6-[ 4 (dimethylamino)phenyl] - 1H -indazol- 3-yl] butanamide
N-(6-chloro-1H-indazol-3-yl)-4-methy!- 1-pi perazineacetamide
N -(6-chloro-1H-indazol-3-yl)- 1-pi peridineacetamide
15 N-(6-chloro-1H-indazol-3-yl)-4-morpholineacetamide
N-(6-chloro-1H-indazol-3-yl)- 1H-1,2,4-triazol e- 1- acetamide
N -(6-chloro-1H-indazol-3-yl)- 2-(cyclohexylamino)acetamide
2-[ (phenylmethyl)amino] -N-(6-chloro- 1H-indazol - 3-yl)acetamide
N -(6-chloro-1H-indazol-3-yl)- 1H-azepine- 1-acetamide

20  N-+(6-chloro-1H-indazol-3-yl)- 1-pi perazineacetamide



R is either 0, S or NH R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or

heteroaryl fused to w%%%@igé&-locx heterocycle, CY& oalkyl, adamantyl, 15@4%%%@@%5 alkenyl or

alkynyl radical; these r eing optionally substituted with one or more su en from
halogen, CN, NO2, NH2, OH, OR8, COOH, C(O)ORS, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8RY9,
SR8, S(O)R8, S02R8, NHSO2R8, SO2NR8RY9, C(S)NR8R9, NHC(S)R8, -O-SO2R8, S02-O-R8, aryl,
heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and 20 trifluoromethoxy; R4, R5, R6 and R7
are chosen, independently of each other, from the following radicals: hydrogen, halogen, CN, NO2, NH2,
OH, COOH, C(O)O%ﬁ%@@%!”%ﬁq'kﬁ&@%% NpBiReY! @W”@‘EQQ)NRSR& SRS,
S(O)R8, S02R8, NHSO2R8, SO2NR8R9, -O-SO2R8, -S0O2-0-R8, trifluoromethyl, trifluoromethoxy, 25

(1-6C)alkyl, (16C)alRbk§chrgiodhyi(ndemiaky); themeasehgliineeterstayide 6 C)alkyl, WO 03/078403 22
PCT/FR03/00752 heterocycle, cycloalkyl, alkenyl, alkynyl, adamantyl, polycycloalkyls; these radicals

being optionally substiteterilsnsth-pneiaron®id) Sypaidiignéscetpsgs from halogen, CN, NO2, NH2, OH,
OR10, COOH, C(O)OR10, -0-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10,

C(NRIORLL, SRIQ.BENRIASARBI0 NHSORRHAA ROFNRRR I 9aS0ARID, -SO20-RI0, ary

heteroaryl, formyl, trifluoromethyl and trifluoromethoxy; R8, R9, RI | are, independently of each

other, a hydrogen, (1-¢ kyl, aryl, alkepyl _ailf nyl or heteroaryl, themselyes being optionally substituted
with 6 or morb SR e e R S B R SRR 02, N, 10 O,
COOH, COOalkyl, CONH2, formyl, trifluoromethyl and trifluoromethoxy; to the isomers thereof, the

mixtures thereof, theNrSEERHREN IR tiMeRZ0k Atk drewct QP eRX ¥BHRRASHATUFS and tautomers thereof, and also

the pharmaceutically acceptable salts thereof.
N -(6-chloro-1H-indazol-3-yl)- 2-( 2- diethylaminoethylamino)acetamide tris(trifluoro
acetate)
N -(6-chloro-1H-indazol-3-yl)- 2-( 2- diethylaminoethylamino)acetamide,
10  N-5,6-diphenyl-1H-indazol-3-yl]butanamide
N -[ 6-chloro-5-(4-methyl phenyl)- 1H-indazol-3-yl ] butanamide
N -[5-pheny} 6-] 4 (phenylmethoxy)phenyl] - 1H -indazol- 3-yl] butanamide
N -{5-phenyl 6-(4 hydroxyphenyl)-1H-indazol-3-yl] butanamide
N -[6-chloro-5-(4-pyridyl) - IH-indazol - 3-yl]butanamide
15  N-5(4aminophenyl)-6-chloro-1H-indazol-3-yl]butanamide
N -[ 6-chl oro-5-(4-ethyl phenyl) - 1H -indazol- 3-y ] butanamide
N -[ 6-chloro-5- 4-(phenylmethoxy)phenyl]- 1H -indazol- 3-yl] butanamide
N -[ 6-chl oro-5-(4-hydroxyphenyl)-1H-indazol - 3-yl] butanamide
N -[ 5,6-bi 5[ 4 (phenylmethoxy)phenyl] - 1H -indazol - 3-yl]butanamide

20  N-5,6-bis(4 hydroxyphenyl)-1H-indazol-3-yl]butanamide



More particularly, the present invention relates to the use of the aminoindazole 15 derivatives of formula

() in which: R is eitf\ﬁoooe?gzgﬁé\é? R3is a (1-6C)alkyl, a%, aryl(1-6C)alkyl, hg&éﬁlﬂ%

heteroaryl(1-6C)alkyl, Tyc alkenyl or alkynyl radical; these radicals being optlo%géﬂg?gabstituted
with one or more substituents chosen from halogen, CN, NO2, NH2, OH, OR8, COOH, 20 C(O)ORS,
-O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, S02R8, NHSO2R8, SO2NR8R9,
C(S)NR8RY9, NHC(S)RS8, -O-S02R8, -S02-0-R8, aryl, heteroaryl, formyl, trifluoromethyl,
trifluoromethylsulphanf/l and trifluoromethoxy; R4 and R7 are hydrogen; RS and R6 are chosen,
independently of eabhlgtheibrf tHd RN PIeaReY b aHhrierdr HEIHGEATIERI, NO2, NH2, OH,
COOH, C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)RS,
S02R8, NHSO2R8NsBZRRBABE-(OFEDPREPheml-tH REladhioymeangmidefiuoromethoxy, WO
03/078403 23 PCT/FR03/00752 (1-6C)alkyl, (16C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl,

heteroaryl(1-6C)alky\ | syadeaNyphdgt PRy citealikesiiod) vl pdamaridl- ol Bieieatkad; these radicals

being optionally substituted with one or more substituents chosen from halogen, CN, NO2, NH2, OH,
OR10, COOH, C(O)} &P (Y aR (@m&@(ﬂm{%%éé' NHC(S)R10,
C(S)NR10R11, smo,%%mﬁ%ggmgjﬁmé%%ﬁ S02NR10R11, -O-SO2R10, -SO2-0-R10, aryl,
heteroaryl, formyl, trifluorometh ifluoromethoxy: R , R10 | are. independently of each
other, a nycrogen, (LA Y AR et R B pronaly
substituted with one or 10 more substituents chosen from halogen, %fC)a_lkyl, (1-6C)alkoxy, CN, NO2,
NH2, OH, COOH, COGAKDYEBNHE- oYY PhFML rdhdtaFr Antniieramigthoxy: to the isomers thereof,

the mixtures thereof, the racemic mixtures, enantiomers, diastereoisomers and tautomers thereof, and
also the pharmaceuticE Zicegpiadbie(phenylmethoxy) phenyl]- 1H-indazol-3-yl | butanamide

N -[5-(2-furyl)-6-(4-hydroxyphenyl) - IH-indazol - 3-yl] butanamide
N -(5-bromo- 6-chl oro-7- nitro-1H-indazol- 3-yl) butanamide
10  N-(5bromo-6,7-difluorce 1H-indazol-3-yl)butanamide
N -[6-(4-cyanophenyl) - 1H-indazol-3-yl] butanamide
N-(6,7-difluore 5-nitre 1H -indazol - 3-yl)butanamide
N-(6,7-difluoro 5-phenyl- 1H -indazol- 3-yl) butanamide
N-6-(6 hydroxypyrid-3-yl)- 1H -indazo}l 3-yl] butanamide
15  N-6-(3,4-dihydroxyphenyl)-1H-indazol - 3-yl]butanamide trifluoroacetate
N -[6-(3,4-dihydroxyphenyl) - IH-indazol - 3-yl]butanamide
N -[ 7-fluoro-5-nitro-6-[ 2-(phenylethyl)amino] - 1H-indazol - 3-yl] butanamide
N -(7-fluoro-5-nitro-6-morpholino-1H-indazol - 3-yl)butanamide
N -(7-fluoro-5-amino-6-morpholino- 1H -indazol 3-yl)butanamide

20  N+(5bromo-7-fluoro-6-morpholino- 1H-indazol - 3-yl) butanamide



salts thereof. 15 Preferably, the present invention relates to the use of the aminoindazole derivatives of

formula (1) in which:ﬁ@%ﬁ%&%j R7 areHR3is a (1-69£alkyl, aryl, aryl(l-GCiQ,EILIF)/Eﬂb%l/:SBgséyl, !
als ionally

heteroaryl(1-6C)alkyl, eterocycle, cycloalkyl or alkenyl radical; these radic eing op

substituted with one or more substituents chosen from halogen, CN, NO2, NH2, OH, OR8, COOH,
C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, S02R8, NHSO2R8, SO2NR8R9,
C(S)NR8RY9, NHC(S)RS8, -O-SO2R8, SO2-0O-R8, aryl, heteroaryl, formyl, trifluoromethyl,
trifluoromethylsulphanyl and 25 trifluoromethoxy; RS and R6 are chosen, independently of each other,
from the following rd&iﬁéf&?%%@%wﬁ%&'ﬁ: NNfgesy SMUBUBAMED OH, C(O)ORS, -O-C(O)RS,
NR8R9, WO 03/078403 24 PCT/FR03/00752 NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8RY9, SR8,
S(O)R8, S02R8, NHSOGIRBIESHR2KRRERY ardfundszatihyl)Hroariaeethoxy, (1-6C)alkyl, (1 6C)alkoxy,
aryl, aryl(16C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl, heterocycle, cycloalkyl, alkenyl; these radicals

being optionally substifugeel aithoppaPs-mpneSisdibstinpnistahwsice fiaoblategan, CN, NO2, NH2, OH,
OR10, COOH, C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10,

C(S)NR1OR11, SR §@mp§ﬁ>@gwmﬂm§r% QANRIQR1L, -O-SO2R10, -S02-0-RIO, aryl,
u

heteroaryl, formyl, trifluoromethyl and trifluoromethoxy; R8, R9, R10, RI | are, independently of each

other, a hydrogen, (1-6C)alkyl aryl. 10 alkenyl, alken hor heteroaryl, themselves being optionally
substituted With%one%o(?nqrélg(r)?ﬁx 5[1 st%fjijr? g iﬁdﬁgﬂz#o# gﬁ%&@ﬁqe(l-GC)alkyl, (1-6C)alkoxy, CN, NO2,

NH2, OH, COOH, COOalkyl, CONH2, formyl, trifluoromethyl and trifluoromethoxy; to the racemic
mixtures, mixtures, ShEhtisHEREodiAdrd@sisdmks RIPRI Hingegreagnide
the isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers,
diastereoisomers and tautomers thereof, and also the pharmaceutically acceptable
salts thereof.

10 The invention aso relates to the pharmaceutical compositions containing, as active

principle, aderivative of formula (1) for which, either
Riseither O, Sor NH

R3 is a (:6C)akyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)akyl, aryl or

heteroaryl fused to a cycloakyl (:10C), heterocycle, cycloakyl, adamantyl,
15 polycycloalkyl, akenyl or akynyl radical; these radicals being optionaly substituted

with one or more substituents chosen from halogen, CN, NO, NH,, OH, ORS,

COOH, C(O)OR8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)RS,

SO2R8, NHSO:R8, SOMNRSBRY, C(S)NRS8RI, NHC(S)R8, -O-SOR8, -S0»-0O-R8,

aryl, heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and
20  trifluoromethoxy;

R4, R5, R6 and R7 are chosen, independently of each other, from the following
radicals. hydrogen, halogen, CN, NO, NH,, OH, COOH, C(O)OR8, -O-C(O)RS,
NR8R9, NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8RY, SR8, S(O)R8, SO RS,
NHSO2R8, SO,NR8R9, -0O-S0,R8, -S0,-0-R8, trifluoromethyl, trifluoromethoxy,
25 (1-6C)akyl, (x6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)akyl,



thereof, tautomers thereof, and the pharmaceutically acceptable salts thereof. 15 In the definitions
hereinabove and hergi l¢§ alkyl and alkyl(l-6C) rﬁgicals contain 1 to 65 ;11_%: )is)(?sctin a straight
or branched chain; tﬁaga (}-:-Bn%Ar%Sicals contain 1 to 6 carbon atoms and 1 to Ec:?(r)rnjuggte or
non-conjugated double bonds in a straight or branched chain; the alkynyl radicals contain 1 to 6 carbon
atoms and 1 to 3 conjugated or non-conjugated triple bonds in a straight or branched chain; the aryl 20

radicals are chosen from phenyl, naphthyl and indenyl and may be substituted with one or more
halogens; the heteroaryl radicals are 3- to 10-membered, optionally containing one or more hetero atoms

chosen from oxyger " &iRGeaRFioRio e A KRYbaRtiyMAr BRRDIIN tRAYRMCIBRHREIS iR gt ¢S,
imidazolyl, oxazolyl,eingomidnaatrabsitltédevital oge orradieaduisseitients chistin éoadidegéuaTinge or
bromine; the 25 pol clcralﬁ_yl [ I S da | [ idiny/, orbomanyl,
bornenyl and norboﬁéﬁy ot e(é%?egrgiairoj ‘?@%@é@%@a@%ﬁ% ﬁj@q@gj}%@%@g@ﬁﬂlﬁbm indanyl,
isochromanyl, chrontdR)NR10RLY-NEtA R)HGI SHUGUNRIORARAISR 03 A RREh i JLn DIAS@R Heterocyclic

radicals contair oneerNNedRa IS aeNRE §heBsroTR M AYIIRReHRNUOARA HFRBRShRAYIBNY O
03/078403 25 PCT/FR03/00752 particular represent piperidyl, morpholir’?y./’}ﬁpyrrolidinyl, imidazolidinyl,

pyrrazolidinyl, isothiH%‘lHﬂ})ﬁ“iﬁ?‘é(z'olidinyl, isoxazolidinyl, oxazolidinyl and piperazinyl. The derivatives of
formula (I) for which R=0O may be obtained by acylation of the 5 corresponding 3-amino derivatives,
either using an acid RB8IdrRIRAP aRdndrgd itlependeyyealc gash sitiaen, sechy iiogrn pik&e)atieybfaayl .activating

agent. R4 R5 N H 2 [EQCTaRyRFIR s, (REFARRDARREHIRHEIH) htituted with one or
more substituents chosen from haogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NHa,
10 OH, COOH, COOalkyl, CONH2, formyl, trifluoromethyl and trifluoromethoxy;

to the isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers,
diastereoisomers and tautomers thereof, and aso the pharmaceutically acceptable
salts thereof.

More particularly, the present invention relates to the use of the aminoindazole

15  derivatives of formula (1) in which:
Riseither O, Sor NH

R3 is a (1-6C)akyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,
cycloalkyl, akenyl or akynyl radical; these radicals being optionally substituted with
one or more substituents chosen from halogen, CN, NO,, NH,, OH, OR8, COOH,
20 C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, SORS,
NHSO2R8, SO:NR8R9, C(S)NR8R9, NHC(S)R8, -O-SO2R8, -S02-O-R8, aryl,

heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy;
R4 and R7 are hydrogen;

R5 and R6 are chosen, independently of each other, from the following radicals:
25  hydrogen, haogen, CN, NO2, NHz, OH, COOH, C(O)OR8, -O-C(O)R8, NR8R9,
NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8, SORS,
NHSO2R8, SO,NR8RY9, -O-SO,R8, -SO,-O-R8, trifluoromethyl, trifluoromethoxy,



R7 R5 RCOOH, activating agent (route c) R6 R7 (1) Via route (a), the reaction is performed in the

presence of a base, pyridine, triethylamine_ Qr dusopropylethylaml%f:r F\s jon can start at
0C and, 10 when thﬁldﬁlon o$%he acid chloride is comz%lete the mixture is | Irrng g&room

temperature (G. Daidone, Heterocycles, 43, (11), 2385-96, (1996)) or is heated, if necessary. Via route
(b), the reaction may be performed at the reflux point of an inert solvent such as xylene or
tetrahydrofuran (F. Albericio, Synth. Commun., 31, (2), 225-32, 15 (2001)) or dichloromethane (G.
Procter. Tetrahedron, 51, (47), 1 28 3 7-84 2, (1995 or in the anhydride iself. Via route (c), the reaction

is performed in the ﬁﬂe@@}?@@’ f@fpgé‘?ﬂf%)‘rgaéﬂerﬁ FHRO)Ayd IR bafsinrRTHE Q@ﬁl@(bcc EDAC)
(M. C. Desai. Tetrah@drmﬂlwethet%cyﬂz@l:al k&9833 kymnin, t%mnmlwmayyhea@tmm@ and

dimethylaminopyridine eﬁ) ame ra dron 40, 199 984 Ios, em., 50, 696,
(1985)) or accordlnggo weri?l&‘uovxt/)rsll- (t:%tﬁé I|n me‘?r%crigbr %56 ent bh Se{‘ra;}ra(}f ﬂo hgz Prmuples

of Peptide SynthesuN@@M@R%%lmlm%rlﬁmlﬁé@e@@@W@W@Rlﬁe%@(@k&lﬁrmmg amide
bonds. WO 03/ %784@§J?|§FEL§I¥{ER@3&@YF5?0VH%§}N F@idﬁﬂ?%rﬁi?@“ gnsasigion ihestssminal carbon,

this acid may be obtained %?icl:ondensatlon of ar#/cllc anht/) ride suc as maleic, succinate or phthalic
anhydride, or by contehRHEA b Sh LRI QerPerffoRde AYb e e dafiRMc i oPEmeayband, according
to the following scherrfidrimBBoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,
alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or

10  more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NOz, NHo,
OH, COOH, COOalkyl, CONH2, formyl, trifluoromethyl and trifluoromethoxy;

to the isomers thereof, the mixtures thereof, the racemic mixtures, enantiomers,
diasterecisomers and tautomers thereof, and also the pharmaceutically acceptable
sdlts thereof.

15 Preferably, the present invention relates to the use of the aminoindazole derivatives of

formula (1) in which:
RisO
R4 and R7 areH

R3 is a (1-6C)akyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl,
20 heterocycle, cycloalkyl or alkenylradical; these radicals being optionally substituted

with one or more substituents chosen from halogen, CN, NO2 NH2, OH, ORS,

COOH, C(O)OR8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)RS,

SO,R8, NHSO;R8, SO NR8R9, C(S)NR8R9, NHC(SR8, -O-SOR8, -SO,-0-R8,

aryl, heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and
25 trifluoromethoxy;

R5 and R6 are chosen, independently of each other, from the following radicals:
hydrogen, halogen, CN, NO,, NH,, OH, COOH, C(O)ORS8, -O-C(O)R8, NR8R9,



5R5 R6 N H NaOH, ethanol, water R5 R6 R7 R7 The ester function may be reduced by the methods

known to those skill%gérbgﬁzgértbssuch as sodium tetrahggridoborate in meth 8%%§H§M%giuminium
r hé fol

hydride in 10 dioxane 0 , L0 give the correspondingalcohol according to owing scheme: R4
H4 R5.. 1 C\ | i"\/OOH N CICO(CH2)nCO2R", pyridine R5 R6 (CH2)n OR" NaBH methanol R5 R6 or
LAIHTHE H 4, 96 R7 H R7 For the derivatives of formula (1) for which R=S, they are obtained by
thionation of 15 the corresponding oxo derivatives using Lawesson's reagent (R. Olsson. Tetrahedron

Lett., 41,(41), 7947-50,é200(§) orl%}/treatment with phosphorus pentasulphide in WO 03/078403 27
NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(SNRBR9, SR8, S(O)R8, SO-RS,

NHSO,R8, SO,NR8R9, trifluoromethyl, trifluoromethoxy, (1-6C)akyl, (*
6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)akyl, heterocycle,
cycloakyl, alkenyl; these radicals being optionally substituted with one or more
5 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)NR1OR11,
SR10, S(O)R10, SO2R10, NHSO2R10, SO:NR10R11, -O-SOaR10, -S02-0-R10, aryl,

heteroaryl, formyl, trifluoromethyl and trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,

10 dkenyl, akynyl or heteroaryl, themselves being optionally substituted with one or
more substituents chosen from haogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NOz, NHa,
OH, COOH, COOalkyl, CONH,, formyl, trifluoromethyl and trifluoromethoxy;

to the racemic mixtures, mixtures, enantiomers, diastereoisomers and mixtures

thereof, tautomers thereof, and the pharmaceutically acceptable salts thereof.

15 In the definitions hereinabove and hereinbelow, the akyl and akyl(1-6C) radicals
contain 1 to 6 carbon atoms in a straight or branched chain; the akenyl radicals
contain 1 to 6 carbon atoms and 1 to 3 conjugated or nonconjugated double bondsin
astraight or branched chain; the alkynyl radicals contain 1 to 6 carbon atoms and 1 to
3 conjugated or nortconjugated triple bonds in a straight or branched chain; the aryl

20 radicas are chosen from phenyl, naphthyl and indenyl and may be substituted with
one or more halogens; the heteroaryl radicas are 3- to 10-membered, optionally
containing one or more hetero atoms chosen from oxygen, sulphur and nitrogen, in
particular thiazolyl, thienyl, pyrrolyl, pyridyl, furyl, imidazolyl, oxazolyl, pyrazinyl,
tetrazolyl; the halogen radical is either chlorine, iodine, fluorine or bromine; the

25 polycycloakyl radicals are chosen from adamantyl, quinuclidinyl, bornanyl,
norbornanyl, bornenyl and norbornenyl; the heteroaryl radicals fused to acycloakyl
(1-10C) ae chosen from indanyl, isochromanyl, chromanyl, 1,2,3,4
tetrahydroisoquinolyl and 1,2,3,4-tetrahydroquinolyl; the heterocyclic radicals

contain one or two hetero atoms chosen from oxygen, sulphur and nitrogen and in



PCT/FR03/00752 pyridine or toluene (J. Voss, Justus Liebig Ann. Chem., 716, 209, (1968); O,Tsuge,
Chem. Lett., 1369, ( erivatives of formula (1)for which R = NH m I y reaction of
the 3-amino 1H-ind§1‘2§l%2f(#§ﬁ?0§ nitrile or with a Meerw%?n salt (S. Patai. The%n?eﬁr:n%ls%}%@go amidines
and imidates, J. Wiley and Sons, (1975), page 283). The 3-amino 1H-indazoles of formula (II) may be
obtained by reaction of a 2-fluorobenzonitrile with hydrazine, as the hydrate or the hydrochloride, at reflux
for 2 to 18 hours in an alcohol such as ethanol or n-butanol, according to (R.F. Kaltenbach, Bioorg. Med.
Chem. Lett., 91(15), 2259-62, (1999)): R4 R5 N H2N H2, H20 R6 | -F refluxing alcohol (ethanol or
butanol) R7 10 R5 REURHEor (IS8 e5MpotHRES A5k whitfRoR! i, ROEHY &Whre HREEEA] SHYEpendently of
each other, from theyiohastidigyladisatlsiabyltbioge n,thiakat €imyC Nishi@zbl iy, Obtatoddiil, GHAD)ORS,
-O-C(O)R8, NR8R9 NH%SIO R8, C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8, 502R8,
NHSO2R8, SO2NRBRE NS 02R8, S02-0-R8, 15 trifluoromethyl, trifluoromethoxy, (16C)alkyl,
(1-6C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl, heterqar\il)l%l-GC)alkyl, cycloalkyl, alkenyl, allcynyl,
adamantyl; these radie4IENaGoYHiREMA L B WBIERRRA A% O BPEASER Qi e ep & dherrom
halogen, CN, N©2, din2stohti RGO @il 4 (e @RIED udddCAOMRA GhiNRIEOSR b, afitiAdri@2) 8.0,

C(O)NR10OR11, NH%S%I;C 0, C Sag]NR OR11, SR10, S(O)R10, 20 502R10, NHSO2R10, SO2NR10R11,
_0-502R10, -502-O- 1|r : i’l&t?’qée e?glérl |%%e’pres;encé& ar?ac%lvatlng agent.
R4 NH, RCOCI, pyridine (route a) R4 H/E
R5 RS R
\/N (RCO),0, xylene (route b) \N
R6 N /
R7 RCOOH, activating agent (route c) R6 H
> R7

(I (1

Via route (@), the reaction is performed in the presence of a base, for instance
pyridine, triethylamine or diisopropylethylamine; the reaction can start at 0°C and,
10  when the addition of the acid chloride is complete, the mixture is left stirring at room
temperature (G. Daidone, Heterocycles, 43, (11), 238596, (1996)) or is heated, if

necessary.

Via route (b), the reaction may be performed at the reflux point of an inert solvent
such as xylene or tetrahydrofuran (F. Albericio, Synth. Commun., 31, (2), 225 32,

15 (2001)) or dichloromethane (G. Procter. Tetrahedron, 51, (47), 12837-842, (1995)) or
in the anhydride itself.

Viaroute (c), the reaction is performed in the presence of an activating agent of the
type such as carbodiimide alone (DCC, EDAC) (M. C. Desai. Tetrahedron Lett., 34,
7685, (1993)) or in the presence of hydroxybenzotriazole and dimethylaminopyridine

20 (J. P. Gamet. Tetrahedron, 40, 1995, (1984), K. Barlos, J. Org. Chem., 50, 696,
(1985)) or according to the well-known coupling methods of peptide chemistry (M.
Bodanszky, Principles of Peptide Synthesis; Springer-Verlag, New York, NY, pages
9-58, (1984)) or the methods forming amide bonds.



formyl, trifluoromethyl and trifluoromethoxy; they may be obtained by reactions involving palladium
chemistry: Suzuki, ( ' re Appl. Chem. 63, 419:22, (1991), Stille (J If!{e-ﬁ . Chem. Int.
Ed. 25, 508-24, (19 @é@%@p Heck, Org. React.,%iz 345-90, (1982), S]gir%(-)%%s ﬁ’?’?ﬁy
Sonogashira, Synthesis 777, WO 03/078403 28 PCT/FR03/00752 (1977), Buckwald (S.L. Buckwald, Ace.
Chem. Res., 31, 805, (1998), starting with the corresponding halo derivatives. For this, it is necessary to
protect the reactive functions. Thus, the OH, SH, COOH and NH2 functions must be protected before
performing the coupling. The protecting 5 groups are introduced according to any method known to those
skilled in the art and"é&petfially B RESe: #tertslor 1 (& rai8R:Ca9e v 8T AURYSIR BB C Synthesis,
J. Wiley-Intersciendsy Pedvlicatiaingl 901). dyisi preafitrakidetcyatotest iteiuiregemse pasipiahaliovith groups
such as tert-butoxycarbonyl or silicon derivatives. A tert- butyldimethylsilyl or. triisopraopy|silyl group will
oreferably be chose A B GOV h Tt s GO Ceop TR AR e
particularly a trimetHgssgoteesrydehy g tllpwirdsehens: be cleaved off with tetrabutylammonium
fluoride in refluxing solvents such is tetrahydrofuran or dioxane (J. P. Whitten, J. Org. Chem., 51, 1891,
(1986); B. H. Lipshutz. Tetrahedron Lett., 4095, (1986)). 15 The derivatives prot@cted irpposition 1 with
trimethylsilylethoxymethyl &fe obtained by reacting the starting comporads \M é
trimethylsilylethoxy sk 0 '\e in the 8 &ng% fRsodiH n hyeliide i a sglvent seighrasr
dimethylformamide at ro mgerature%ﬂlééniﬁg. Che ®| 301, (19§6); M. P. Edwards.
Tetrahedron, 42, 3723 ))-20 Similarly, the 1-NH nitrogen fypetrepo ké indazole will be protected
with groups such as tosyl,sgarbamate, benzyl or silyl derivatives. For example, when it is desired to
perform a palladum coupling on(} derivative halogenated in position 6, the nitrogen in position 1 will
have to be protected, as shown belo(\;v (X=Cl, Br, I):

0 0

H 0
R4 N R4 H
R5 OR"
(CH,)n R5
\N 2 NaOH, ethanol, water \N (CHN oH
/
N /
R6 H R6 N
R7
R7

The ester function may be reduced by the methods known to those skilled in the art,
such as sodium tetrahydridoborate in methanol or lithium aluminium hydride in
10 dioxane or THF, to give the corresponding acohol according to the following

scheme:
o)

H o)
R5 o) Ra N 4 OH

\N (CH)n  oR" NaBH,, methanol RS N (CH,)n

) N
R6 N or LiAH, THF g N

R7 ;
R7

For the derivatives of formula (1) for which R=S, they are obtained by thionation of
15 the corresponding oxo derivatives using Lawesson's reagent (R. Olsson. Tetrahedron
Lett., 41,(41), 7947-50, (2000)) or by treatment with phosphorus pentasulphide in



R7R3 Na-CIN HNaH,DMFO HNR5_ _.I IR3R5R7PdcoulinNpgR6'N ~N % PrR7 Pr WO

03/078403 29 PCT/(WES)%?%? 3The deprotection is per, 9rmed according to thWFHW&§galwn to those
escribe yn .

skilled in the art an y T.W. Greene, Proteclive groups in Organic hesis, iley
Interscience Publication (1991). For example, if the protecting group in position 1 is a
trimethylsilylethoxymethyl, it may be deprotected by reaction with 5 tetrabutylammonium fluoride as
shown below: Bu4NF, THF, reflux R6 deprotection R6 When one of the groups R4, R5, R6 or R7

employed for the coupling using palladium o
pyridine or toluene (J. Voss, Justus Liebig Ann. Chem., 716, 209, (1968); O,Tsuge,

Chem. Lett., 1369, (1980)).

The derivatives of formula (1) for which R = NH may be obtained by reaction of the
3-amino 1H-indazoles with a nitrile or with a Meerwein salt (S. Patai. The Chemistry
5 of amidines and imidates, J. Wiley and Sons, (1975), page 283).

The 3-amino 1H-indazoles of formula (I1) may be obtained by reaction of a
2-fluorobenzonitrile with hydrazine, as the hydrate or the hydrochloride, at reflux for
2 to 18 hours in an dacohol such as ethanol or n-butanol, according to (R.F.
Katenbach, Bioorg. Med. Chem. Lett., 9, (15), 2259-62, (1999)):

R4 R4
NH,
RS CN NH,NH,, H,O RS
N\
- /N
R6 F refluxing alcohol (ethanol or butanol) R6 H
R7 R7

10 (1 (1)

For the compounds for which R4, R5, R6 and R7 are chosen, independently of each
other, from the following radicals: hydrogen, halogen, CN, NO,, NH, OH, COOH,
C(O)ORS, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NRS8RY9,
SR8, S(O)R8, SO,R8, NHSO,R8, SO.NR8R9, -O-SOR8, -SO,-0-R8,
15  trifluoromethyl, trifluoromethoxy, (:6C)akyl, (1-6C)akoxy, aryl, aryl(1-6C)akyl,
heteroaryl, heteroaryl(1-6C)akyl, cycloalkyl, akenyl, akynyl, adamantyl; these
radicals being optionally substituted with one 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)NR1OR11, SR10, S(O)R10,
20 SO2R10, NHSO2R10, SO2NR10R11, -O-SO2R10, -SO2-O-R10, aryl, hetercaryl,
formyl, trifluoromethyl and trifluoromethoxy; they may be obtained by reactions
involving palladium chemistry: Suzuki, (A. Suzuki, Pure Appl. Chem. 63, 41922,
(1991), Stille (J.C. Stille, Angew. Chem. Int. Ed. 25, 508-24, (1986), Heck, (R.F.
Heck, Org. React., 27, 34590, (1982), Sonogashira, (K. Sonogashira, Synthesis 777,



chemistry itself contains a reactive function such as hydroxyl, amine, thiol, acid or generally contains a

hetero atom, it is ne tect these functions alsp before 10 performi ium coupling.
ey ek H o R

Thus, for example, a nction will be introduced’in the protected form ( enzyl)
starting with the chloro derivative and the nitrogen in position 1 being protected as described previously:
O HA R3 PhCH20PhB(OH)z I ~r- \'’ki deprotections Coupling 15 The benzyl group will then be removed,
for example, by treatment with trimethylsilyl iodide in refluxing acetonitrile. The protection may also be
performed with a trimethylsilylethoxymethyl group, which may be cleaved off with tetrabutylammonium
fluoride in refluxing $6Néht8Yrl raﬁﬁ‘ﬁ&?r‘%ﬂﬂaﬁ%r GhsxarResy 3b 3676489805 fgPK /00752 (J.
P. Whitten, J. Org. GiiwecorresdortB@lhdbBGyavad. Lipshutz. Tetrahedron Lett., 4095, (1986)). Certain
derivatives may undergo electrophilic substitution, nitrogen, halogenation or FriedelCrafts acylation

reactions. R3 i - K336 § @R Q2 FOREXA R IEHASRD Shine derratyescuppituted in

position 6 (as described above) may bé performed by well-known methods such as nitric acid in acetic
acid or nitronium tefH D5l BERHRTTLSH/ R ELeRLpH RE9re. REHiRFTENG tie eoURNNG . THRPIASSERY., 6,
3006-09, (1991). Neediesatdrsmyudee aigerdungoidosmynagtihei neshwretd widde skilled in the art and

especialy those described by T.W. Greene, Protective groups in Organic Synthesis, J.
Wiley-Interscience Publication (1991). It is preferable to protect the nitrogen in
position 1 with groups such as tert-butoxycarbonyl or silicon derivatives. A tert-
butyldimethylsilyl or triisopropylsilyl group will preferably be chosen and may be

10 removed with fluoride anions or with acetic acid, and more particularly a
trimethylsilylethoxymethyl  group, which may be cleaved off with
tetrabutylammonium fluoride in refluxing solvents such is tetrahydrofuran or dioxane
(J. P. Whitten, J. Org. Chem., 51, 1891, (1986); B. H. Lipshutz. Tetrahedron Lett.,
4095, (1986)).

15 The derivatives protected in position 1 with trimethylsilylethoxymethyl are obtained
by reacting the starting compounds with trimethylsilylethoxymethyl chloride in the
presence of sodium hydride in a solvent such as dimethylformamide a room
temperature (J. P. Whitten, J. Org. Chem., 51, 1891, (1986); M. P. Edwards.
Tetrahedron, 42, 3723, (1986)).

20  Similarly, the 1-NH nitrogen function of the indazole will be protected with groups
such as tosyl, carbamate, benzyl or silyl derivatives. For example, when it is desired
to perform a palladium coupling on a derivative halogenated in position 6, the

nitrogen in position 1 will have to be protected, as shown below (X = Cl, Br, |):

R5 R3 R5 R3 RS

\N Pr-Cl \N Pd coupling N
NaH, DMF X N R6 N
R7 Ry Pr Rz Pr

/E P i
H
R4 N R4 H/[< R4 H%
N
R3
\



10 hydrogen in the presence of palladium (B. Baragatti, Fur. J. Med, 35,(10), 949-55, (2000)), or with
stannous chloride i of hydrochloric acid (R, P. Dixon, Org. Pre r 32, (6),
573-77, (2000)), or%%@ggéngnphate in the presenc%gof agueous ammon%(:(Fé/.i%ggltceJ a5r120, J.
Heterocycl. Chem., 37, (6), 1539-42, (2000)). The amine function thus freed may be acylated or may
undergo a 15 diazotization leading to Sandmeyer-Gatterman reactions (substitution with CI, Br, I, CN, RS
or OH,) (H.H. Hodgson, Chem. Rev., 40, 251-77, (1947); T. Sugaya, Synthesis, 73-76, (1994); the
diazonium derivatives (N. Suzuki, J. Chem. Soc. Perkin Tr., 645, (1987)) or the halo derivatives obtained
being able to give ridéoHREAFRAN |8 8GIeVAIEH SPAS RgetBR ORISR AT SHER%ENE0 The
compounds of formwia §Hjl aeSrévedineiritazoBzeeney MaedM@ G3(PEs4 T3 G © SIMRRA3MNAVHRR5 R4 NH 2
R7 R4, R5, R6 and are cho inde nily of each ather, from the following radicals: hydrogen,
nalogen, N, NO2, NG EOU E10na0s Soahte) NEBe e e RS,
NHC(S)R8, C(S)NRBRELSRyIS(OYRBB02R, 5 NBSO2RS, SDRIERERI, DD -SEERY) -SEIh0O-RS,
trifluoromethyl, giflugrematiahofldFIakve £ 8taakeaynaryl, aryl(1-6C)alkyl, heteroaryl,
heteroaryl(1-6C)alkyl, heterocycle, cycloalkyl, alkenyl, allcynyl, adamantyl, polycycloalkyls; these radicals
being optionally substituted with one or mage substituents chosen from halogen, Cljjl, NO2, NH2, OH,
OR10, COOH, C(O)OR10, -0-C(O)R104 NR10OR11, NHC(O)R10, 10 C(O)NRl;{&, NHC(S)R10,
C(S)NR10R11, SR10, S(O)R10, SO2R10, ﬁsozé:sm T§92 RIOR11, -Q-SO2R183-S02-O-RIO, aryl,

|
heteroaryl, formyl, trifluoromethy ,\ilfluorometho‘kv; R8, rISS‘)JX_Rlo, R
other, a hydrogen, (1-6C)allgy.

alkenyl, alkynyldggrggggganyl, ther
substituted with one or )

SiMe,

When one of the groups R4, R5, R6 or R7 employed for the coupling using palladium
chemistry itself contains a reactive function such as hydroxyl, amine, thiol, acid or
generally contains a hetero atom, it is necessary to protect these functions also before
10 performing the paladium coupling. Thus, for example, a phenol function will be
introduced in the protected form (for example O-benzyl) starting with the chloro

derivative and the nitrogen in position 1 being protected as described previously:

H

3 A

N
R3
H R3 N\
R3 PhCH,OPhB(OH), O \ y  deprotections N/N

\N Coupling N - - O H

/ \
cl N Pr HO

P

' ©Ao

15  The benzyl group will then be removed, for example, by treatment with trimethylsilyl

iodide in refluxing acetonitrile. The protection may aso be performed with a
trimethylsilylethoxymethyl  group, which may be cleaved off with

tetrabutylammonium fluoride in refluxing solvents such as tetrahydrofuran or dioxane



15 more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO2, NH2, OH, COOH,
COOalkyl, COI.\IHZI, {HM/&%%romethyl _and triflgoronéﬁthoxy; the isomers tB@'}efleRHé?oq])%(ﬁures thereof
and the racemic mixtures, enantiomers, diastereocisomers and tautomers thereof are usetul'as
intermediates for preparing derivatives of general formula (1). 20 The compounds of general formula (I1)
or the pharmaceutically acceptable salts thereof may also be used to prepare a medicinal product and
pharmaceutical compositions for the same indications as the compounds of formula (I). Among the
compounds of formula (I) that may be mentioned are the following products: WO 03/078403 32
3-amino-5-bromo- 1#-iRd¥Z8HEN3 “a o B¥TEmet 18hdaZeRe B-amingBURelifidtefonsstie
3-amino-6(trifluoromssideyljrdagy)ndazole 5 3-amino-5-(trifluoromethyl) -1H-indazole 3-amino-4-chloro-
1H-indazole 3-amino-5-nitro-1H-indazole 3-amino-6(3-pyridyl)-1H-indazole 3-amino-4-iodo- 1H-indazole
10 3-amino-6-phenybdkingarnlfyc AR) IR BamBrIE Ui #oleer AabgaaRRgo- T-nitro.
1H-indazole 3-amino-6 bromo- 5-nitro. 1H-indazole 3-amino-6(furair3-yl)-1H-indazole 15
3-amino-6[4-(phenyEH%5HRERA)ALPAFEEIBte 3-amino-6(4-hydroxyphenyl)-1H-indazole
3-amino-6(3,5-difluorophenyl)-1H-indazole 3-amino-6(3-thienyl) -1H-indazole

0] 0]
A A
R3 O.N R3
N\ nitration 2 \
/N /N
N N
R6 H R6 H

NO,

For example, the nitration of the derivatives substituted in position 6 (as described
above) may be performed by well-known methods such as nitric acid in acetic acid or
nitronium tetrafluoroborate in solvents such as acetonitrile (J. L. Duffy, J. Org.
Chem., 56, 3006-09, (1991)). Needlessto say, the nitro function may be reduced with
10  hydrogen in the presence of paladium (B. Baragatti, Eur. J. Med, 35,(10), 94955,
(2000)), or with stannous chloride in the presence of hydrochloric acid (R. P. Dixon,
Org. Prep. Proced. Int.,, 32, (6), 573-77, (2000)), or with ferrous sulphate in the
presence of agueous ammonia (S. Castellano, J. Heterocycl. Chem., 37, (6), 153942,
(2000)). The amine function thus freed may be acylated or may undergo a
15 diazotization leading to Sandmeyer-Gatterman reactions (substitution with Cl, Br, I,
CN, RS or OH,) (H.H. Hodgson, Chem. Rev., 40, 251-77, (1947); T. Sugaya,
Synthesis, 73-76, (1994); the diazonium derivatives (N. Suzuki, J. Chem. Soc. Perkin
Tr., 645, (1987)) or the halo derivatives obtained being able to give rise once again,

as previoudly, to reactions involving palladium chemistry.

20  The compounds of formula (I1) of 3-aminoindazole in which:



3-amino-5-[[(3-fluorophenyl)sulphonyllamino]-1H-indazole 20 3-amino-6(2-phenylethyl)-1H-indazole
PCT/FR03/00752 33 3-amino-6,7-difluory- 1H-indazole 3-amipnn.-6-(4- yphenyl)
-1H -indazole 3-ar\rll\$&§§-éf9£%%§ ylthiophenyl)-1H -indaé%le 3-amino - 6-(4-trﬁ%€?§%1%%§é2§%(henyl)-l
H-indazole 5 3-amino-(6-(1-propenyl)-1H-indazole 3-amino-6-(4-fluorophenyl)-1H-indazole
3-amino-6-[4-(1,1-dimethylethyl)phenyl] -1H-indazole 3-amino-6-bromo-7-amino-1 H-indazole
3-amino-6-(4-methylphenyl)-1H-indazole 10 3-amino-6-(3,5-dichlorophenyl)-1H-indazole
3-amino-6-(4-chorophenyl) -1H-indazole 3-amino-6-(4-ethylphenyl)-1H-indazole
3-amino-6-(4-pyridyl)-1H-intfazoléNt8-amino-5-amino- 1H-indazole 15 3-amino-5-bromo-6-chloro-

3-amino-6-[3-(phenylmethgxy)phenyl]-1 H-indazole 3-amino-6-(3-hydroxyphenyl)-1H -indazole
3-amino-6-chIoro-5-(4-pyrid3éll?)-1H-indazole

R4, R5, R6 and R7 are chosen, independently of each other, from the following
radicals. hydrogen, halogen, CN, NO, NH,, OH, COOH, C(O)OR8, -O-C(O)RS,
NR8R9, NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8, SO2RS,
5 NHSO3R8, SO,NR8R9, -O-SO,R8, -SO,-O-R8, trifluoromethyl, trifluoromethoxy,
(1-6C)alkyl, (:6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,
heterocycle, cycloakyl, alkenyl, akynyl, adamantyl, polycycloalkyls; these radicals
being optionally substituted with one or more substituents chosen from halogen, CN,
NO, NH,, OH, OR10, COOH, C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10,
10 C(O)NRIOR11, NHC(S)R10, C(SNRIOR11, SR10, S(O)R10, SO,R10, NHSO,R10,
SO2NR10R11, -O-SO2R10, -S0O2-0-R10, aryl, heteroaryl, formyl, trifluoromethyl and

trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,
alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or

15 more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NOz, NHa,
OH, COOH, COOalkyl, CONH,, formyl, trifluoromethyl and trifluoromethoxy;

the isomers thereof, the mixtures thereof and the racemic mixtures, enantiomers,
diasterecisomers and tautomers thereof are useful as intermediates for preparing

derivatives of genera formula(l).

20 The compounds of general formula (II) or the pharmaceutically acceptable salts
thereof may aso be used to prepare a medicina product and pharmaceutical

compositions for the same indications as the compounds of formula (1).

Among the compounds of formula (I1) that may be mentioned are the following

products:



3-amino-6-chloro-5-(3-furyl)-1H-indazole 5 3-amino-6-[2-chloro-4-(phenylmethoxy) -phenyl]-1H-indazole

3-amino-6-(2-ch|oro-4-ﬁ| enyl) -1H-indazole 3-ayino-5,6-dibromo-1H;j c@g lg,)
3-amino-6-chloro-5-(4- ﬁg{op enyl)-1H-indazole 3-am€ia;°l1£]o -6-(4-aminophenyIJJEl 5% 6/1(%%?8210

3-amino-6-[4-(dimethylamino)phenyl]-1H-indazole 3-amino-6-chloro- 1H-indazole
3-amino-5,6diphenyl-1H-indazole 3-amino-6-chloro-5-(4-methylphenyl) -1H -indazole
3-amino-5-phenyl-6-[4-(phenylmethoxy)phenyl]-1H-indazole 15

3-amino-5-phenyl-6- 4-hydroxyphen¥|2-_1H-indazole 3-amino-5-(4-aminophenyl)-6-chloro- 1H-indazole
3-amino-6-chloro-5-@RYIHEANIR IHiReEYSle 3-amino-6-chloro-5-[4-(phenylmethoxy)phenyl]
-1H-indazole 3-amino-6-chloro-5-(4-hydroxyphenyl) -1H-indazole 20
3-amino-5,6-bis[4-(phahiiméthwypdheiigeele-indazole PCT/FR03/00752 WO 03/078403 35
PCT/FR03/00752 3-amino-5,6-bis(4-hydroxyphenyl)-1H-indazole 3-amino-5-(3-furyl)-
6-[4-(phenylmethoxyph@ityld ridthyndazeteza«emino-5-(3-furyl)- 6-([4-hydroxyphenyl)-1H-indazole
3-amino-5-(4-ethylphenyl)-6-[4-(phenylmethoxy)phenyl]-1H-indazole 5

3-amino-5-(4-ethylpRegbeltrramapniir-Hngazole
3-amino-5-(3-pyridyl)-6-[4-(phenylmethoxy)phenyl] -1H-indazole

3-amino-5-(3-pyridyl}-6-(4-hydroxyphen I%— Hr-indazole 3-amino-5-(2-furyl)- 6-[4-(phenylmethoxy)phenyl]
-1H -indazole -am%o- n&}lfgmgg(%o % leyybrﬁﬁgﬁ?/%-lwindazole

3-amino-4-chlorc 1H-indazole
3-amino-5-nitro- 1H-indazole
3-amino-6-(3-pyridyl)-1H-indazole
3-amino-4-iodo- 1H-indazole

10  3-amino-6-phenyl-1H-indazole
3-amino-6-bromo 5, 7-dinitro-1H-indazole
3-amino-6-bromo 7-nitro 1H -indazole
3-amino-6-bromo 5-nitro 1H -indazole
3-amino-6-(furan 3-yl)- 1H -indazole

15  3-amino-6[4-(phenylmethoxy)phenyl]-1H-indazole
3-amino- 6-(4- hydroxyphenyl)- 1H -indazole
3-amino-6-(3,5-difluorophenyl)-1H-indazole
3-amino-6-(3-thienyl) -1H-indazole
3-amino-5[[ (3 fluorophenyl)sul phonyl]amino] - 1H-indazole

20  3-amino-6-(2-phenylethyl)-1H-indazole



10 3-amino-5-bromo-6-chloro-7-nitro- 1H-indazole 3-amino-5-bromo-6,7-difluoro- 1H -indazole

3-amino-6-(4-cyan092 -1H-indazole 3-amino-6,7-diflioro-5-nitro- 1 H-ind éj]
3-amino-6,7-difluoro- -8p e)R;}/%éEindazole 15 3-amino-6- 6-hydroxypyrid-3-yl)-B -%158%%752

3-amino-6-(3,4-dihydroxyphenyl)-1H-indazole 3-amino-7-fluoro- 5-nitro. 6-[ 2- (phenylethyl)amino]
-1H-indazole 3-amino-7-fluoro- 5-nitro. 6-morpholino-1H-indazole
3-amino-7-fluoro-5-amino-6-morpholino-IH-indazole 20
3-amino-5-bromo-7-fluoro-6-morpholino-IH-indazole WO 03/078403 36 PCT/FR03/00752
3-amino-7-fluoro-6-(EFRATGRMEMIYLLiAdBSFEe 3-amino-6-bromo-4,5, 7-trifluoro- 1H-indazole
3-amino-6-(6-aminopyrid-3-yl)-1H-indazole The compounds of formula (I) are isolated and may be
purified by the usuaPraoWer &(rheebersHarnelathipladezoteystallization, chromatography or extraction. The
compounds of formula (I) may optionally be converted into addition salts with a mineral or organic acid by

the action of such ag-agitdnea-aigayiGispheanl scingsae alcohol, a ketone, an ether or a chlorinated
solvent. These salts also form part of the invention. 10 Examples of pharmaceutically acceptable salts

that may be mentiO@gﬂnﬁ]L@@mmJ&Mﬁ&iaﬂﬁ)}pﬁmg;\@%@hona&, hydrobromide, hydrochloride,

citrate, ethanesulphonate, fumarate, gluconate, iodate, maleate, isethionate, methanesulphonate,

methylene-bis-B-oxypaphth: , Ditrate \oxalat moate, phosphate, salicylate, succinate, sulphate,
tartrate, theoph%llina@c%@{]eo g?(hﬁpgrfge{yll&eﬁ'snlﬁ%zggénate. The compounds of formula (I) are kinase

inhibitors and are thus useful for preventin _
3-amino-6-(4-fl uoropheny% -1H-indazole

3-amino-6-[4-(1,1-dimethylethyl)phenyl] -1H-indazole
3-amino-6-brome 7-amino-1H-indazole
3-amino- 6-(4-methylphenyl)-1H-indazole

10  3-amino-6-(3,5-dichlorophenyl)-1H-indazole
3-amino- 6-(4-chlorophenyl) - 1H-indazole
3-amino- 6-(4-ethylphenyl)-1H-indazole
3-amino-6-(4-pyridyl)- 1H-indazole
3-amino-5-amino- 1H-indazole

15  3-amino-5broma 6-chloro-1H-indazole
3-amino-5-phenyl-6-chloro 1H-indazole
3-amino-5-bromo 6-[ 4-(phenylmethoxy)phenyl] - 1H-indazole
3-amino-5-bromo 6- (4 hydroxyphenyl)-1H-indazole
3-amino-6-(4-nitrophenyl)-1H-indazole

20  3-amino-6-(2-chlorophenyl) - 1H-indazole



and treating neurodegenerative diseases, Alzheimer's disease, Parkinson's disease, frontoparietal
dementia, corticoba tion, Pick's disease, strgkes, cranial and spj peripheral
neuropathies, obesiwﬁaﬁegg@gggﬁypertension, 20 atheréggclerotic cardiovascular d%&%ggeﬁ)gﬁéglycystic
ovarian syndrome, syndrome X, immunodeficiency and cancer. Their activities were determined by
measuring the inhibition of the phosphorylation of the tau protein in sections of adult rat cortex. The
cortex sections are 300 pm thick and are prepared using 810-week-old male 25 OFA rats (Iffa-Credo),
sacrificed by decapitation. They are incubated in 5 ml of DMEM medium containing pyruvate and glucose
4.5 g/l at 37C for 40hRlRS %@W'@WWﬁUTWﬁ@@/OO?SZ sections are then washed twice
with the medium, distributed into microtubes (50pl in 500pl of medium with or without test compounds)
and incubated at 37&amitno-$H@imydrrdiesyts Ibtdndaraeexperiment is stopped by centrifugation. The
sections are lysed, sonicated and centrifuged at 18 300xg for 15 minutes at 4C. The protein 5
concentration of the apRid& ahlo dgte pyicgD- oM -ingaafeof a commercial assay(BCA Protein Assay,
Pierce) based on the Lowry method. The samples, denatured beforehand for ten minutes at 70C, are
separated on 4-12%; Bignllis ¥fEisal @elgiharresspee of MOPS-SDS buffer and electrotransferred on
nitrocellulose membrane. The immunolabeélling is performed with the AD2 10 monoclonal antibody, which

specifically recagnizgs the Ser396/404 phosphorylated epitopes of the tau protein. The immunoreactive
proteins are vi;l?alizg;&rg'y% %ﬁﬁa(lors%‘]é%%hg&ﬂ{i‘géaxyy b.@%‘éﬂf g[glamé?z%(e)use IgGs and coupled to
peroxidase and to a chemoluminescent substrate. The autoradiograms obtained are finally quantified

using the “GeneToofs8biAaé-fI AT Y RYERY REENOCHEIREAZYEyme) to determine an 15 ICso. The

compounds of formula (I) show very advantageous activity, and in particular certain compounds have an
IC50 of less than 108 dwhino-5,6-dibromo-1H-indazole

3-amino-6-chlora 5-(4 fluorophenyl)- 1H-indazole
3-amino- 6-(4-aminophenyl)- 1H -indazole
10  3-amino-6-[4-(dimethylamino)phenyl]- 1H-indazole
3-amino-6-chloro 1H-indazole
3-amino-5,6-diphenyl-1H-indazole
3-amino-6-chlora 5-(4 methylphenyl) - 1H -indazole
3-amino-5-phenyl- 6-[ 4 (phenylmethoxy)phenyl]-1H-indazole
15  3-amino-5phenyl-6-(4 hydroxyphenyl)- 1H-indazole
3-amino-5-(4-aminophenyl)-6-chloroe 1H-indazole
3-amino-6-chlora 5-(4-ethylphenyl)-1H-indazole
3-amino-6-chlora 5-[ 4 (phenylmethoxy)phenyl] - 1H-indazole
3-amino-6-chlora 5-(4 hydroxyphenyl) -1H-indazole

20  3-amino-5,6 big] 4 (phenylmethoxy)phenyl]-1H-indazole



The examples that follow illustrate the invention in a non limiting manner. EXAMPLE 1 20 (22)
4-[(6-chloro-1H-ind W ol-4-oxo0-2-butenoic acigd 585 mg of pregrou I ride are
added to 1 g of 6chéla\§r%)- y-ln a%ole -3- amine in 30cm3 of ortho-xylene. Thé%ggi%@’radéglum is refluxed
at 145C for ten minutes and then cooled in a water bath. The insoluble material is filtered off and

washed successively with 2x25 cm3 of ethyl acetate and then with 2x25 cm3 of 25 diisopropy! ether. The
solid is then dried under reduced pressure (90Pa; 50C) to give 1 g of
4-[(6-chloro-1H-indazol-3-yl)amino]-4-oxo-2-butenoic acid (Z form) in the form of yellow crystals melting

at 230C. WO 03/0782%8 i pEH ARSI YEEMI YiRdBE&um (300 MHz, (CD3)2S0-d6, S in ppm):
6.38 (d, J = 12 Hz: | H): 6.60 (d, J= 12Hz: 1H); 7.13 (dd, J = 9 and 1.5Hz: 1H); 7.55 (d, J = 1.5 Hz: 1H);
7.94 (d, J =9 Hz: 1BpMi0Ms (Gfvad)$-Hphearmethey iehed/dolbiogerddresolved peak: 1H);.12.92
(unresolved peak: 1H). 5 EXAMPLE 2 ethyl (2E) 4-[(6 chloro 4H-indazol3-vl)aminol-4-oxo 2-butenoate

865 mg of monoethy- fimarateaaeydsigad ey drexopiteghiona-lhtaelazole-3-amine in 50cm3 of
dichloromethane. 1.4 g of 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride are then

introduced and the rixtyre 5 SUERA SRERPD BINHIGRRH AR HPRIGH-LRE Fessdiing mixture is washed with

50 cm3 of distilled water and then with 50 cm3 of saturated aqueous sodium chloride solution. The

organic phase ig drigd over magnesium sulphate, filtered and then evaporated under reduced pressure
(2 kPa; 40C). 2% of%aagr]igg é[’g%%{r}@/jpgﬂﬁn s‘rﬁy;e %%Qédfrgrxé/ @fﬁ@fl e%it,] and% aoa}% purified by chromatography
under an argon pressure of 50 kPa, on a column of silica gel (particle 15 size 4(-60 pm; diameter 4.5 cm),

eluting with acycloh&@nBRsiA-Raeite SrtkBheny ey RSt Y Ei¥&@8lRcting 40cm3 fractions. The

fractions containing the expected product are combined and then evaporated under reduced pressure (2
kPa) at 3-amino-5-(3-pyridyl)-6-(4- hydroxyphenyl)-1H-indazole

3-amino-5-(2-furyl)- 6-[ 4 (phenylmethoxy)phenyl] - IH-indazole
3-amino-5-(2-furyl)-6-(4 hydroxyphenyl)-1H-indazole

10  3-amino-5bromo 6-chloro 7-nitro- 1H-indazole
3-amino-5-bromo 6, 7-difluoro 1H -indazole
3-amino- 6-(4-cyanophenyl)- 1H -indazole
3-amino-6, 7-difluoro-5-nitro-1H-indazole
3-amino-6, 7-difluoro-5- phenyl- 1H-indazole

15  3-amino-6-(6-hydroxypyrid-3-yl)-1H-indazole
3-amino-6-(3,4-dihydroxyphenyl) - 1H-indazole
3-amino- 7-fluoro 5-nitro 6-[ 2 (phenylethyl)amino] -1H-indazole
3-amino- 7-fluoro 5-nitroe 6-morpholino-1H -indazole
3-amino- 7-fluora 5-amino-6-morpholino- 1H-indazole

20  3-amino-5bromao 7-fluoro-6-morpholino-1H-indazole



a temperature in the region of 40C. After drying (90 Pa; 45C), 900 mg of ethyl

4-[(6-ch|oro-1H-ind%§y inoJ-4-oxo-2-butenoate, (£ form), melting at2 6%%03[&3 ained. 1H
0 Z, [

NMR spectrum (30 0-d6, S in ppm): fron12.50 to 2.75 (mt: 4H); .5and
1.5Hz: 1H); 7.52 (d, J = 1.5 Hz: 1H); 7.83 (d, J = 8.5Hz: 1H); 11.50 (broad s: 1H); 12.19 (broad
unresolved peak: 1H); 12.75 (unresolved peak: | H). 25 WO 03/078403 39 EXAMPLE 3
4-[(6-chloro-IH-indazol-3-vl)aminol-4-oxo-2-butanoic acid PCT/FR03/00752 300 mg of succinic anhydride
are added to 500mg of 6chloro-IH-indazole-3-amine in 30cm3 of ortho-xylene. The reaction medium is

refluxed at about 143@M81°5/ 16 AL P HAYAREREN IR @9 Stopped and the mixture is allowed to cool
to room temperature of about 20C. The reaction medium is then filtered through a sinter funnel; the solid
is taken up in 20cm3-eMEtRy-acemad afdrBdderd1bf-Tdegckhdium hydrogen carbonate solution. The
organic phase is dried over magnesium sulphate, filtered and then evaporated according to the

conditions already desgiihed. (EheninbpgitOcnystalsridzsi@btained are stirred with 30 cm3 of 10% sodium
hydrogen carbonate solution for 20 minutes. A light insoluble material is removed by filtration and the

filtrate is acidified wiind 2hiBydrasBlotmagidy ihePepRipiRForayast isuashed withis?y kiyem3 of distilled

water, with 1x5 cm3 of acetone and with 2x1% cm3 of diisopropyl ether The solid is then dried under
reduced pressupe at’%'@ﬁﬂsil%eéﬁrfﬂ‘q%%éWﬁﬂHﬁ@HJWEWBﬁ%ﬁ@BPXﬂW’GWGBP%n argon pressure of 50

kPa, on a column of silica gel (particle size 40-60 pm; diameter 2 cm), eluting with a
dichloromethane/metheomnpusindeeo{ Jormudg (1 imayedrtindatiy| lexteny @ted B> feddiionssa Bhe thactions

containing the expegtad BroduriAle SoMmb) Qﬁé’aﬁﬂ&qtﬁﬁ&aﬁ’ RAAEH AFGADIHS £AREILONS

described previously. The product obtained is taken up in
alcohol, a ketone, an ether or a chlorinated solvent. These salts also form part of the

invention.

10 Examples of pharmaceutically acceptable salts that may be mentioned include the
following sdts: benzenesulphonate, hydrobromide, hydrochloride, citrate,
ethanesulphonate,  fumarate,  gluconate, iodate, mal eate, isethionate,
methanesulphonate, methylene-bis3-oxynaphthoate, nitrate, oxalate, pamoate,
phosphate, sdlicylate, succinate, sulphate, tartrate, theophyllinacetate and p-

15 toluenesulphonate.

The compounds of formula (1) are kinase inhibitors and are thus useful for preventing
and treating neurodegenerative diseases, Alzheimer's disease,Parkinson’s disease,
frontoparietal dementia, corticobasal degeneration, Pick’s disease, strokes, cranial and
spina trauma and peripheral neuropathies, obesity, essentia hypertension,
20 atherosclerotic cardiovascular diseases, polycystic ovarian syndrome, syndrome X,

immunaodeficiency and cancer.

Their activities were determined by measuring the inhibition of the phosphorylation

of the tau protein in sections of adult rat cortex.

The cortex sections are 300 pm thick and are prepared using 810-week-old mae
25 OFA rats (Iffa-Credo), sacrificed by decapitation. They are incubated in 5 ml of
DMEM medium containing pyruvate and glucose 4.5 g/l at 37°C for 40 minutes. The



20 10cm3 of ethyl acetate, filtered off on a sinter funnel and rinsed with 2c5 cm3 of ethyl acetate and

then with 20cm3 of %fé %ﬁ The product is dried under reduced pressur | Pa; 40C) to
give 110 mg of 4-[(6-C h(gyréésl -é%azol- 3-yl)amino] -4-0)%2—2-butanoic acid in tﬁﬁc%rr% 0 adw ite solid

melting at 200C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): from 2.50 to 2.75 (mt: 4H); 25
7.07 (dd, J = 8.5 and 1.5Hz: 1H); 7.52 (d, J = 1.5 Hz: 1H); 7.83 (d, J = 8.5Hz: 1H); 11.50 (broad s: 1H);
12.19 (broad unresolved peak: 1H); 12.75 (unresolved peak: | H). WO 03/078403 40 EXAMPLE 4
PCT/FR03/00752 (2Z) 4-[(5-bromo-IH-indazol-3-vl)amino]-4-oxo-2-butenoic acid 350 mg of maleic
anhydride are adde§d GBS MSROFAWIGA YLD BYed Wi A8l s ARS8 EERi bt inhatent US 3
133 081, in 20 cm3 sbopluehenclivenmediuon isithoeat tese dahphedt)l 2Cifaubnedhau37Paewigating is then
stopped and the mixture is stirred at about,19C for. 12 hours. The precipitate formed is filtered off on a
Sinterfunnel and riSLar S 40 S QI oot S R B ko LR oS oot
dichloromethane. Afeeg Wsgh¢00Red 46CTeaui8ugey af 48(B0konho-[H-imitates-a84jJarttiagyotein

b oxo-2 butenaic S AR S BER AL Plieeold dfelg AL @G 1 NMR
spectrum (400 MHz, (CD3)2S0-d6, S In ppm): 6.38 (d, J = 12Hz: 1H); 6.62 (d, J= 12Hz: 1H); 7.49 (mt:
2H): 8.15 (broad s: T Sy bRyeEe: L3589 ardhe LLPVROMSI30 (broad unresolved peak: 1H); 12.98
(unresolved peak: 1H). 15 EXAMPLE 5 (2E) 4-[(6-chloro-IH-indazol-3-vl)aminol-4-oxo-2-butenoic acid
0.95 cm3 of IN sodiUinetsadors dassanetebefor @&Didrigrabe iU (& x4 08Ch lecsefidrated on 4-12%

et e TR R B eSSk T g
hydroxide. The tempi¥eeghelese membrane. The immundabelling is performed with the AD2
10  monoclona antibody, which specifically recognizes the Ser396/404 phosphorylated
epitopes of the tau protein. The immunoreactive proteins are visualized by adding a
second antibody directed against mouse 1gGs and coupled to peroxidase and to a
chemoluminescent substrate. The autoradiograms obtained are finally quantified
using the ‘GeneTools' software from Syngene (GeneGnome, Ozyme) to determine an
15  ICso.

The compounds of formula (1) show very advantageous activity, and in particular

certain compounds have an 1Cs of less than 100 pM.
The examples that follow illustrate the invention in a non-limiting manner.
EXAMPLE 1

20 (27) 4{(6-chloro-1H-indazol-3-yl)amino]-4-0x0-2-butenoic acid

585 mg of preground maleic anhydride are added to 1 g of 6chlorae 1H-indazole -3
amine in 30cm® of ortho-xylene. The reaction medium is refluxed at 145°C for ten
minutes and then cooled in a water bath. The insoluble material is filtered off and
washed successively with 2° 25cm® of ethyl acetate and then with 27 25cm?® of

25  diisopropyl ether. The solid is then dried under reduced pressure (90Pa; 50°C) to
give 1 g of 4{(6-chloro 1H -indazol- 3-yl)amino]-4-oxo-2-butenoic acid (Z form) in
the form of yellow crystals melting at 230°C.



maintained at 50C for a further 30 minutes and the heating is then stopped. At about 20C, the medium is
neutralized with IN ic gcid and then concentraged under reduced p »40C). The
solid thus obtained %&éﬁgzgg%gﬁ cm3 of tetrahydroftiran, 50cm3 of ethyl géfggeﬁéélﬁg%m?a of
distilled water. The organic 25 phase is washed with 30cm3 of saturated aqueous sodium chloride
solution and then dried over magnesium sulphate. The solution is filtered and evaporated under the
conditions described previously. The residue is taken up in 10cm3 of ethyl acetate and the insoluble
material is then filterged off and rinsed with 5cm3 of ethyl acetate WO 03/078403 41 PCT/FR03/00752 and
with 10cm3 of diethyl-ebH¥Rama et SPRIMHed i Freds N @Pa S56¢Y. 5t dH); 6.60
4[(If|50h|0rcl>-le-irlldazgl;g—-yligman]ﬂc};quzdbwgi&gqﬂ@ (—E:fQH)}?))MS (@bklnai rSmHﬂ. the) ;f6qrm Qg,a pale
yellow solid melting at . 1H NMR spectrum (300 MHz - in ppm): 6,75 (d, J = 15.5Hz:
1H); 57.11 (dd, J :%‘aﬁg'é@1%9?@’?# fz@’.éﬁ?ﬁ? fé%@?éé%g,%@%dzvﬁfﬁﬁ%@%ﬁu = 9Hz:
1H); 11.13 (broad s:1HH)12e(uireddved 1gekO IBjoad unresolved peak: 1H); 12.94 (unresolved peak: 1H).
EXAMPLE 6 4-[(5-bromo-1H-indazol-3-vl)amino]-4-oxo-2-butanoic acid 10 354 mg of succinic anhydride
are added to 509mg=ef Spepe@- 1H-indazole -3-amine, prepared as described in patent US 3 133 081,
in 20cm3 of toluene. The reaction medium is refluxed at about 110C for 13 hours. The precipitate is
filtered off and then gj éyigj[%O&%?OQEHiﬁ?ijg_ ar.and,19em3 of dichloromethane. The product
is taken up in 20cm rated agqueous sodiam tion and acidified with 5N

hydrochloric acid to pH 9/10, The precipitate formed is filtered off and rinsed with 20cm3 of distilled
water, and the solid Fo R SRR MhIBErE SBhE. FALESIRIOrPidHALABYSHEPIINE 1B dryness

und_er reduced pre_s&mmmiﬁtl%ﬁa:hﬁﬂé‘r)w@giegl.gfgaoﬂlymgi (mmamﬁﬁp@wm@mmﬁﬂnmmmm
1H-indazol-3-yl)amipold:axerds ARG RRAUSLENSH PR A auhitess i Bed Gifkbtes at about

10  20°C. The resulting mixture is washed with 50 cm® of distilled water and then with

50cm® of saturated agueous sodium chloride solution. The organic phase is dried
over magnesium sulphate, filtered and then evaporated under reduced pressure
(2 kPa; 40°C). 2 g of a brick-coloured gummy mass are obtained, and are purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
15 size 4060 um; diameter 4.5cm), eluting with acyclohexane/ethyl acetate mixture
(90/10 by volume) and collecting 40cm® fractions. The fractions containing the
expected product are combined and then evaporated under reduced pressure (2 kPa) at
a temperature in the region of 40°C. After drying (90 Pa; 45°C), 900 mg of ethyl
4-[(6-chloro- 1H-indazol-3-yl)amino] - 4-oxo-2-butenoate, (E form), melting at 220°C,
20  are obtained.

1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): from 2.50 to 2.75 (mt: 4H);
7.07 (dd, J= 8.5 and 1.5Hz: 1H); 7.52 (d, J= 1.5Hz 1H); 7.83 (d, J = 8.5Hz: 1H);
11.50 (broad s. 1H); 12.19 (broad unresolved peak: 1H); 12.75 (unresolved peak:
1H).

25



20 about 173C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): from 2.50 to 2.75 (mt: 4H); 7.45
(broad s: 2H); 8. 02 % % 10.55 (unresolved pegk: 1H); 12.83 (unre T% %9]7596 EXAMPLE
7 25 (2E) N-(6-chloro- ng azol-3-vl)-2-butenamide W 03/078403 42 PCT/%%? /%98 7 cm of
distilled crotonyl chloride is added to 50 mg of 6chloro- 1H-indazole -3- amine dissolved in 5 cm3 of
pyridine and cooled to about 6C. The mixture is stirred for 10 minutes and the temperature is then
allowed to rise to about 19C over 22 hours. The reaction medium is then concentrated to dryness under
reduced 5 pressure (2 kPa; 40C) and the residue is then taken up in 50cm3 of tetrahydrofuran and 25
cm3 of ethyl acetateéiﬁﬁéﬂ&gﬁ-ﬁc phase is washed with 2x50 cm3 of distilled water and then with 50cm3
of saturated aqueous sodlum chIorlde solution. The resultlng solutlon is dried over magnesium sulphate,
filtered through a sirfg az0k Baiig ] 0 jam& described previously. The
residue obtained 10 is punfred by chromatography under an argon pressure of 50 kPa, on a column of
silica gel (particle sizecHpdo6r mmcmi@ramwrr%éore)aﬂeulms@ahqg 6/ Gemexane/aitidolacetatengixture

(80/20 by volume) and Ileetl fra DS, The fractl ns con |n g.th g roduct are
combined and then evaﬁp%rateg un er)iﬁe codiln t|onsa fea c[gslcsrl iqftg&r yfﬁ%ﬁ(%e £45C) 100mg

of N-(6chloro-IHb15 mme@qmmwﬁsmmedmddmmm ithal lfawed & acllinaasoiid melting at

226C. 1H NMR spe &%99 M HBolCEBE SiedRactibnPRiEd uth 39 (REQ3thd ed m%hgw %@mé 27 (dd, J =
15 and 1.5Hz: 1H); 6 gﬂ J =15 and 7Hz: 1H§@7 .08 g?@d 9and 2Hz: 1 = 2Hz: 1H);

7.92 (d, J = 9Hz: 1Hf)u et ELGVEER &N %%%&%&%BkOHFBWCE%QWLE 8

hydrogen carbonate solution. The organlc phase is dried over magnesium sulphate,

filtered and then evaporated according to the conditions already described. The white
10  crystals thus obtained are stirred with 30 cm® of 10% sodium hydrogen carbonate
solution for 20 minutes. A light insoluble material is removed by filtration and the
filtrate is acidified with 12N hydrochloric acid; the precipitate formed is washed with
2 10cm? of distilled water, with 1 5cm® of acetone and with 2 10cm® of
diisopropyl ether. The solid is then dried under reduced pressure at about 40°C and
15 then purified by chromatography under an argon pressure of 50 kPa, on a column of
slica gel (particle size 4060pum; diameter 2cm), eluting with a
dichloromethane/methanol mixture (99/1 by volume) and collecting 20 cm? fractions.
The fractions containing the expected product are combined and then evaporated
according to the conditions described previoudy. The product obtained is taken up in
20 10cm® of ethyl acetate, filtered off on a sinter funnel and rinsed with 25cm® of
ethyl acetate and then with 20cm® of diethyl eher. The product is dried under
reduced pressure overnight (90 Pa; 40°C) to give 110 mg of 4[(6-chloro-1H-indazol-
3-yl)amino] -4-oxo- 2-butanoic acid in the form of a white solid melting at 200°C.

14 NMR spectrum (300 MHz, (CD3)2S0-d6, d in ppm): from 2.50 to 2.75 (mt: 4H);

25 7.07 (dd, J=8.5 and 1.5Hz: 1H); 7.52 (d, J = 1.5Hz: 1H); 7.83 (d, J = 8.5Hz: 1H);
11.50 (broad s 1H); 12.19 (broad unresolved peak: 1H); 12.75 (unresolved pesk:
1H).



6-chloro 44(1.1 dimethylethoxy)carbonyll-IH-indazole3-amine 1.3 g of di-tert-butyl dicarbonate and 10 mg
of dimethylaminopyridi ed to 1 g of 6¢chloro- 1H4-indazole -3-amine |

dichloromethane. Tﬁ@&nﬁ)ﬁé?g(é%S stirred for 17 hours at about 19C. The rea%ﬁ%é%%ﬁ% evaporated
to dryness according to the conditions already described, and the residue is then purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm;
diameter 4 cm), eluting with a cyclohexane/ethyl acetate mixture WO 03/078403 43 PCT/FR03/00752
(90/10 by volume). The fractions containing the expected product are combined and evaporated under
reduced pressure (ZRBAMBEE After drying (90Pa; 45C), 1.2 g of
6-chloro-I-[(1,1-dimethylethoxy)carbonyl]-1H-indazole-3-amine are obtained in the form of a white solid. 5
1H NMR spectrum (@20 G- oD YR ihdigzoR 3ty ipamiio] -4 0xe 20 (8% ()
and 1.5 Hz: 1H); 7.89 (d, J = 9 Hz: 1H); 7.97 (broad s: 1H).
Nr;l(6-c(:jhIor0-gglal-dEB@tth@ihr?M(amawﬂeléﬂeiadlmpicﬁambarg@elamid@ Mﬁﬁﬁi&@fﬁﬁg’i&ﬁ"eg Corlotonyl
chloride is added to 1 g of 6-chloro-)-[(1,1- dime ar -1H-indazole-3-amine describe
previously, in 40 cm%r%ai%? |cé%g!€n%1?a%%%%g¥%m iof ?r%y’ﬂar?{ir@u eéerrﬁ&m?gl i'stirred at about
19C for 16 houbs. Tiel uxestiiliabasit A& Soiocenerhosd liheldeadniliscbigpreopped #00 kP XAE)sThe residue
is taken up in 100cngplethyhasetaie AhE0EN3 AfdisiusH taimE s IIRBRICHRN B, s then washed

with 50 cm3 of saturated aqueous sodium chloride solution. The resulting solution is dried oyer

magnesium sulphaté“ A 155G Shtéf fiisheiomb dineh evalpof ! AaetaRBLéritions already
described previouslyt. dibel desidtRnis. puitdeshbyocomPasIsgrpMeungler anargompressidezof 50 kPa, on

silica gel (particle size 4(- M, diameter 3. cm ing with lohe thyl e mixture (90/10

by volume) and collé&ﬁ%g@c%gqﬁgﬁgﬁﬁgp '%ﬁéﬁgi?ﬁﬁé%gr%é%%%égei%ﬁc gg%%@%%ééoﬂﬁé combined

and then evapdfatedn2inghaelk/@fuced pressure (2kPa; 40C). After drying (90Pa; 45C), 120mg of N-(6-

IH NMR spectrum (400 MHz, (CD3)SO-d6, d in ppm): 6.38 (d, J = 12Hz: 1H);
6.62 (d, J= 12Hz: 1H); 7.49 (mt: 2H); 8.15 (broad s. 1H); 10.95 (broad s: 1H); from
12.70 to 13.30 (broad unresolved peak: 1H); 12.98 (unresolved peak: 1H).

15 EXAMPLES

(2E) 4 (6-chloro-1H-indazol-3-y)amino]-4-ox0-2-butenoic acid

0.95cm?® of 1N sodium hydroxide is added to 280 mg of ethyl (2E) 4[(6-chloro-1H-
indazok 3-yl)amino]-4-oxo-2-butenoate, described in Example 2, in 25cm® of
ethanol. The reaction medium is then heated at 50°C for two hours, followed by
20 addition of a further 1 equivalent of 1IN sodium hydroxide. The temperature is
maintained at 50°C for afurther 30 minutes and the heating is then stopped. At about
20°C, the medium is neutralized with 1IN hydrochloric acid and then concentrated
under reduced pressure (2 kPa; 40°C). The solid thus obtained is taken up in 25cm®
of tetrahydrofuran, 50cm?® of ethyl acetate and 25cm? of distilled water. The organic
25  phase is washed with 30cm® of saturated agueous sodium chloride solution and then
dried over magnesium sulphate. The solution is filtered and evaporated under the
conditions described previously. The residue is taken up in 10cm® of ethyl acetate
and the insoluble material is then filtered off and rinsed with 5cm? of ethyl acetate



chloro-I-[(1,1-dimethylethoxy)carbonyl]-1H-indazol-3-yl)-3-butenamide are obtained in the form of a
yellow solid. 1H NM 00 MHz, (CD3)2S0-d§, S in ppm): 1.66 (s: ; dd,J =75
Hz: 2H); 5.20 (dd, J@?DﬁbQWS Hz: 1 H); 5.26 (dd, J% 17and 1.5 Hz: 1 H?%%@ﬁfn{ H); 7.43 (dd,
J =9 and 2Hz: 1H); 8.05 (d, J = 9Hz: 1H); 8.12 (d, J = 2Hz: 1H); 11.09 (unresolved peak: 1H).
N-(6-chloro-IH-indazol3-vl)-3-butenamide hydrochloride WO 03/078403 44 PCT/FR03/00752 10cm3 of
4N hydrochloric dioxane are added to 240mg of N(6-chloro-1-[(1,1-
dimethylethoxy)carbonyl]-1H-indazol-3-yl)-3-butenamide described previously. The mixture is stirred at
about 19C for 17 hottd. Y EGEia fnBHOMELESS MO e 4ShRE? RIFRbIer|J0E8 RFCAxS om of
ethyl acetate and willss3mg ah3[¢6dittny 1ethaddzer@yijenicbjed execbuesiozeacir ¢Esioren 208a; 40C).
125 mg of N (6¢chlorozIH- indazol3-yD-3-butenamide, in the form of the lydrochloride and melting at 150C,
are thus obtained. 19?%@@'2@3%%% ?&88%‘/?})@%S%lﬁgjgé-'dr@,agzl%bp%m): 3.22 (d, J = 7THz: 2H); 5.17
(broad d, J=10.5Hz; 1H); 5.23 (broad d, J = 18Hz: 1H); from 5.30 to 6.80 (broad 10 unresolved peak:
2H): 6.02 (mt: 1H): TONMER Fecusm §36R:H H CPelSe: 4P 0o PPl 6. 75868l (d =1 5.6z Ubh): 10.50
(broad s: 1H). EXAMALER metbyd-NBLhiqjo7d7ingazeli8-shaminpl#s9xa-3-bytanoads 4.960f 6chloro-

1H-indazole -3-aming in 4 13 ﬂ%p (i?'n at 5C are added 1o 3.5 f methyl _
4-chIoro-4-oxobutan@age"|29 Eg]c]m 3\;{ éf@é? etha 3_rom émﬁttgrgqi@ﬁ%% dli%er%ptlb/?ﬂ POG%C over 19
hours. The reaction thdizr4 g evegpotvat edaantld). the conditions described previously. The residue is

taken up in 75 cm3 of tetrahydrofuran and 75 cm3 of ethyl acetate. The mixture is washed with 3<50 cm3
of distilled water. Thseguhinggsolution is dried over magnesium sulphate, filtered

4-(5-br omo-1H -indazol-3-vl)amino]-4-oxo0-2-butanoic acid

10 354 mg of succinic anhydride are added to 500mg of 5 bromo-1H-indazole-3-amine,
prepared as described in patent US 3 133 081, in 20cm® of toluene. The reaction
medium is refluxed at about 110°C for 13 hours. The precipitate is filtered off and
then rinsed with 10cm® of diisopropyl ether and 10cm® of dichloromethane. The
product is taken up in 20cm® of saturated agueous sodium hydrogen carbonate

15 solution and acidified with 5N hydrochloric acid to pH 9/10. The precipitate formed
is filtered off and rinsed with 20cm?® of distilled water, and the solid is then taken up
in 20cm?® of acetone. The solution is then evaporated to dryness under reduced
pressure (2kPa; 40°C) to give, after drying (90 Pa; 45°C), 270 mg of 4[(5bromo
1H-indazol-3-yl)amino] -4- oxo- 2-butanoic acid in the form of a white solid melting at

20  about 173°C.

1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): from 2.50 to 2.75 (mt: 4H);

745 (broad s. 2H); 802 (broad s. 1H); 10.55 (unresolved peak: 1H); 12.83
(unresolved peak: 1H).

EXAMPLE 7

25  (2E) N-(6-chloro-1H -indazol-3-yl)-2-butenamide




20 through a sinter funnel and evaporated under reduced pressure (2 kPa; 40C). The product is purified
by chromatography rgon pressure of 50kPa, on a column of silica [ éﬁo ize 4(-60 pm;
diameter 6 cm), eIut%@%@%&(%célohexane/ethyl acetatg{'mixture (70/30 by vogl(S:rL%(/(L,E)?{316?1j c?)%ecting 50
cma3 fractions. The fractions containing the expected product are combined and then evaporated 25
under reduced pressure (2kPa; 40C). After drying (90Pa; 45C), 3 g of methyl 4
[(6-chloro-1H-indazol3-yl)amino]-4-oxo-2-butanoate are obtained in the form of a white solid melting at
170C. WO 03/078403 45 PCT/FR03/00752 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): from
2.60 to 2.80 (mt: 4HY-63 &8 (& it edsEoary! £ &ide b Spped iR ROt Qly C§hLoselH 1 ppzal g3, J = 9Hz:
1H); 10.52 (unresohsea readibsahid)t ih2s G lofqadi dineesol ved @emkalibdl) 6EX ANRhixtd & stirred
N-(6-choro-IH-indazol ) acetamide, G 2ema ot predistied geend doride, s addeqdo 7304mg o
Gehloro- 1H-indazole -3--amine m 16cms o [ZR/H ne, af erthe reaction mediuf nas besn ¢ooled to about
3C. The medium is 2BéQutioBel t6aRIRITNNIEAIGT 5y énang ¢ppoestratee feadtitasmadtiem iedusedporated to

dryness under reducRElRraSSUP: APE) 4R theTBedRsidusissRkR M L8 dm7ScraBA Giivtfcetate and

50 cm3 of distilled water. Trﬁ% organic phase is washed again with 50 cm3 of distilled water and then

dried over magnesiftREAELE, fifslEgei@eohihh A SR e PRasmis RS\ ABra R odlr feiledd pressure.

The residue obtainegzisr PAHBeR G BOSIS0sRRAY MAYCARRAKI BRIRIASEHERi 6 BR8N on column of

silica gel (particle size 40-60 pm; diameter 4cm), eluting with a cyclohexane/ethyl 15 acetate mixture
(60140 by wolume) alFHLGTR TN I S oSO BT O LA BREL s KR cluct are
combined and evapendtterueadporadd cedep tbe sandi tiGhk Bescrd 0E) preftimusyy ifibe( 88 g, edBa)e00 mg of

N-(6chloro- 1Hpndazolgvlly %9%’#8.@&0%%@@‘%%%9%@@ (elgineds ShIYIBSRLGHHA 6700 MHz,
(CD3)2S0-d6, S in ppm): 2.137(s: 3H); 7.08 (dd, J =9 _ _
silica gel (particle size 40-60 um; diameter 4.5cm), eluting with a cyclohexane/ethyl
acetate mixture (80/20 by volume) and collecting 20 cm? fractions. The fractions
containing the expected product are combined and then evaporated under the
conditions already described. After drying (90 Pa; 45°C), 100mg of N-(6-chloro-1H-
15 indazol3-yl)-2-butenamide, E form, are obtained in the form of a white solid melting

at 226°C.

1H NMR spectrum (300 MHz, (CD5),S0-d6, d in ppm): 1.90 (broad d, J= 7Hz: 3H);

6.27 (dd, J= 15 and 1.5Hz: 1H); 6.88 (dg, J = 15 and 7Hz: 1H); 7.08 (dd, J =9 and

2Hz: 1H); 7.52 (d, J = 2Hz: 1H); 7.92 (d, J = 9Hz: 1H); 10.53 (unresolved pesk:
20  1H); 12.80 (unresolved peak: 1H).

EXAMPLE 8

6-chloro-1-[(1,1-dimethylethoxy)car bonyl}-1H -indazole -3-amine

1.3 g of di-tert-butyl dicarbonate and 10 mg of dimethylaminopyridine are added to
1 g of 6chlore1H-indazole-3-amine in 30cm® of dichloromethane. The mixture is
25 dirred for 17 hours at about 19°C. The reaction medium is evaporated to dryness
according to the conditions aready described, and the residue is then purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 4 cm), eluting with a cyclohexane/ethyl acetate mixture



20 and 2Hz: 1H); 7.52 (d, J = 2Hz: 1H); 7.86 (d, J = 9Hz: 1H); 10.45 (unresolved peak: 1H); from 12.50 to
13.10 (broad unresqly . 1LH). EXAMPLE 11 N-(6-¢hloro-IH-indazol3-vl) I 7 cm3 of
butyryl chloride is a&gg)g)tgoﬁ? 8#9 of 6-chIoro-IH-indazéﬁ%-?a-amine in 25 10&%?@;?}#2@2?, after the
reaction medium has been cooled to about 3C. The medium is then allowed to return to 19C over 14
hours. The reaction medium is evaporated to dryness under reduced pressure (2kPa; 40C). The residue
is taken up WO 03/078403 46 PCT/FR03/00752 in 50cm3 of ethyl acetate, 50 cm3 of tetrahydrofuran and
50cm3 of distilled water. The organichhase Is washed again with 50 cm3 of distilled water and with 50

cm3 of saturated adB¥dBLEYGIURELNORICLI0RSANERISHER BSae B Eh ASSTOMPREIRAtE, filtered
through a sinter funreehgora@amaratelicedresack(PRrecE) e fldnemesit9e Papktad) et 2ymirified by
chromatography under an arg ressyre of 50 kPa, on a, column of silica gel (particle size 4(-60 pm;
et e Gl R i e SR A e A e
fractions. The fractidagrcontaitiiRysthé.expected product are combined and then evaporated under
reduced pressure (2kPa; 40C). After drying (90Pa; 45C), 200 mg of N-(6-chloro 10

1H-indazol-3-ylsbutdnamine seetabiaines NHR edorpso-aevbite petigt Mmelticg aM); 28ACbiddd\VIR spectrum

(300 MHz, (CD3)2sQ-d in.ppm)..0.98 (i, J = 7Hz; 3H): 1.67 (mt: 2H): 2 40 (t, J = 7Hz: 2H); 7.08 (dd,
J =9 and 2Hz: 1H); %267(56 Rk i‘?ﬂ?l%ﬂ(ﬁv? 5%%423 i )1;51.01_% %ﬁi@fé%a Ei'é'gk: 1H); from 12.50
to 13.00 (broad 15 unresolved peak: 1H). EXAMPLE 12 6 -bromo -1 H-indazole -3-amine 7.3 cm3 of
hydrazine monohydPes-gh f11d-di Q) e idhyasaadle S IEC:

medium is refluxed at about 78C for 12 hours. The

0.45cm’ of predistilled crotonyl chloride is added to 1 g of 6-chloro-1-[(1,1-
dimethylethoxy)carbonyl]- 1H-indazole-3-amine described previously, in 40 cm® of
10  dichloromethane and 1.05 cm? of triethylamine. The mixture is stirred at about 19°C
for 16 hours. The medium is then concentrated under reduced pressure (20 kPa;
40°C). The residue is taken up in 100cm® of ethyl acetate and 50cm® of distilled

of A a

deldfta-UMElay HEonaxyd

water. The organic phase is then washed with 50 cm® of saturated aqueous sodium
chloride solution. The resulting solution is dried over magnesium sulphate, filtered
15 through a sinter funnel and then evaporated under the conditions already described
previously. The residue is purified by chromatography under an argon pressure of
50kPa, on silica gel (particle size 40-60 um; diameter 3cm), eluting with a
cyclohexane/ethyl acetate mixture (90/10 by volume) and collecting 15 cm?® fractions.
The fractions containing the expected product are combined and then evaporated
20  under reduced pressure (2kPa; 40°C). After drying (90Pa; 45°C), 120 mg of N-(6
chloro-1-[(1,1-dimethylethoxy)carbonyl]- 1H-indazol - 3-yl) -3- butenamide are

obtained in the form of a yellow solid.

IH NMR spectrum (300 MHz, (CD53),S0-d6, d in ppm): 1.66 (s. 9H); 3.28 (broad d, J
= 7.5Hz: 2H); 5.20 (dd, J = 10.5 and 1.5Hz: 1H); 5.26 (dd, J = 17 and 1.5Hz: 1H);

25 6.02 (mt: 1H); 7.43 (dd, J = 9 and 2Hz: 1H); 8.05 (d, J = 9Hz: 1H); 812 (d, J =
2 Hz: 1H); 11.09 (unresolved peak: 1H).

N-(6-chloro-1H -indazol3-y)-3-butenamide hydr ochloride




20 precipitate formed is then filtered off on a sinter funnel. After drying (90Pa; 45C), 9.7 g of
6-bromo-lH-indazoIWéa§gé5L§%2é§ obtained in the form of a white solid. 1H NN%.?F&:&}%Q 0 MHz,
(CD3)2S0-d6, S in ppm): 5.45(broad s: 2H); 7.03 (dd, J'=9 and 2Hz: 1H); 7.43 (d, J=2HZz7 1H); 7.65 (d,
J = 9Hz: 1H); 11.50 (unresolved peak: | H). 25 (2E) N-(6-bromo-IH-indazol-3-vl)-2-butenamide 1.07 cm3
of crotonyl chloride are added to 2 g of 6-bromo-1H-indazole -3-amine, prepared previously, in 30cm3 of
pyridine, cooled to about 3C. The medium is WO 03/078403 47 PCT/FR03/00752 allowed to return to
about 19C over 12 hours., The reaction medium is evaporated under reduced pressure (2 kPa; 50C) and

the residue is taken JoR)Cfﬁ329fcﬁH§ S el e BRsaaR o o fu RN BY ALK G Agddblid phase is
re-extracted with 20dimidthyfetitoyl peeiatel] Tihk iaduebas ) iaxbatoaei domdstidad pdien yvaporated under

the 5 conditions described previously. Th ue is purified by chromatography under,ap argon
prossure of 50 kP, BHTALe gt P e ot L RS o Y e R S MG B A i o
cyclohexane/ethyl agetater faixelreii58/50tby Votomel ethd asstigeting Whcih3 dnaictiodisthiyhettienctions

containing the %peg%dtnéﬁdq*%@%%N%% ﬂg%ﬂga@@r@iegdagﬂe%%%%g Wgééﬁ\@&%‘gﬁa; 50C).

After drying (90Pa; 10 45 -(6-b - 1H-indazol-3-yl)-2-butenamide (E form) are obtained
in the form of a beigd'd8gMbardY SGHERRRIHSy Brthesem ff R dpeRiiss e dilng EEBH$50-ds6, S in
ppm): 1.91 (dd, J = ZandddptriedH); 6.27 (dd, J = 15 and 1.5Hz: 1H); 6.89 (dqg, J = 15 and 7 Hz: 1H);
7.20 (dd, J =9 and 2Hz: 1H); 7.68 (d, J = 2Hz: 1H); 7.87 (d, J = 9Hz: 1H); 10.54 (unresolved peak: 15

1H); 12.80 (broad un | k: AM (ZE) N-(2-methylsH-indazql-35v0)-2-butenamide
0.33 cm3 of crotonyl g\mggf’%ﬁd‘é%]ﬁég E@azmgélg%@net ﬂ-'ﬂ-ﬁ?@a@é@’-émﬁ?? |c’Ja%r'éS)(l7:IJ as
described in patent EPoed9, 7220 1thBtrcihd b gy ieriersl d-hbTiddignii; from 5.30 to 6.80 (broad

10  unresolved peak: 2H); 6.02 (mt: 1H); 7.07 (dd, J = 9 and 2Hz: 1H); 7.52 (d, J= 2Hz:

1H); 7.82 (d, J= 9 Hz: 1H); 10.50 (broad s. 1H).

EXAMPLE9

methyl 4-(6-chloro-1H -indazol-3-yl)amino]-4-0x0-2-butanoate

4 g of 6chloro 1H-indazole -3-amine in 40 cm® of pyridine a 5°C are added to 3.5 g

15 of methyl 4chloro4-oxobutanoate in 10cm?® of dichloromethane. The mixture is
allowed to return to 19°C over 19 hours. The reaction medium is evaporated under
the conditions described previously. The residue is taken up in 75cm® of
tetrahydrofuran and 75cm?of ethyl acetate. The mixture is washed with 3 50 cm® of
distilled water. The resulting solution is dried over magnesium sulphate, filtered

20 through a sinter funnel and evaporated under reduced pressure (2 kPa; 40°C). The
product is purified by chromatography under an argon pressure of 50kPa, on a
column of silica gel (particle size 40-60 um; diameter 6cm), eluting with a
cyclohexane/ethyl acetate mixture (70/30 by volume) and collecting 50 cm? fractions,
The fractions containing the expected product are combined and then evaporated

25  under reduced pressure (2kPa; 40°C). After drying (90Pa; 45°C), 3 g of methyl 4
[ (6chloro 1H -indazol- 3-yl)amino]- 4- oxo-2-butanoate are obtained in the form of a
white solid melting at 170°C.



20 allowed to return to about 19C over 12 hours. The reaction medium is evaporated under reduced
pressure (2kPa; 50 [61&4% idue is taken up in 25 ¢m3 of tetrahydrofur ﬁ:ﬁgg hyl acetate
and 25 cma3 of distil%ézl vr\]/%'er. % organic phase is washed with 2x25 cm3 ijg&i ille Wogtfégré The
resulting solution is dried over magnesium sulphate, filtered through a sinter funnel and then evaporated
under 25 reduced pressure (2kPa; 50C). The residue is purified by chromatography under an argon
pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5cm), eluting with a
cyclohexane/ethyl acetate mixture (50/50 by volume) and collecting 20 cm3 fractions. The fractions

containing the expectad\MBRREEEENR3EP ddltrr 2B 48 mi6 T/ ER BN TSP it e 8Cd: dfporated
un?er reduced pressits @1gPg:; AOCIuller w';mze?@. Bay, AL 1) 792 (0, = 0Kz
N-(5-methyl-IH-indazo]-3-y)-2-butenamide (E fori tajned in the form of a white solid melting at
about 218C. 1H NMi?}%*p]eEét%éFHrY VW&%&%&%@#W@B@?@%@d d, J = 7Hz: 3H); 52.38
(s: 3H); 6.25 (dd, J = 15 and 1.5 Hz: 1H); 6.86 (dqg, J = 15 and 7Hz: 1H); 7.17 (dd, J = 9 and 2Hz: 1H);
7.34 (d, J = 9Hz: 1HEXAMPLEEQ s: 1H); 10.31 (unresolved peak: 1H); 12.52 (unresolved peak: 1H).
EXAMPLE 14 N-(6-chloro-IH-indazol3-vl)-2-propanamide 10 0.39 cm3 of propionyl chloride is added to
750 mg of 6chl@o-lijHi(Elarote-3Huimdazdhsd aphipgridine, cooled to about 3C. The reaction medium is

allowed to return to about 19C over 12 hours and is evaporated under reduced pressure (2kPa; 50C).

The residue is takerpudATiét prad i kel rbiyd epfore.i ¢ Boesad st af @ alitorstH 4Ruere of distilled
water. The organic phase is washed with 40 cm3 of distilled water 15 and 40 cm3 of saturated aqueous

sodium chloride sol @8RE ¥hiD 8 LdRRiGHSS NG EF LR MEAYRER P TBASERAE P through a
sinter funnel and therhewagoiauatecthamdéowed te eslupnassiere (RkdP 43 BOE . Thersesiduarisdpumiied by

chromatography unger, g, 8598RERSS rQ RAUKEAnRAGEPAURD -2 CARebiRlideRIZA 50-60 pm;
10 in 75cm’ of ethyl acetate and 50 cm?® of distilled water. The organic phase is washed
again with 50 cm?® of distilled water and then dried over magnesium sulphate, filtered

through a sinter funnel and evaporated under reduced pressure. The residue obtained
is purified by chromatography under an argon pressure of 50 kPa, on a column of
silica gd (particle size 40-60 um; diameter 4cm), eluting with a cyclohexane/ethyl

15  acetate mixture (60/40 by volume) and collecting 35 cm? fractions. The fractions
containing the expected product are combined and evaporated under reduced pressure
(2 kPa; 40°C). After drying (90 Pa; 45°C), 700mg of N-(6-chloro 1H-indazol-3-yl)-
acetamide, melting at 240°C, are obtained.

IH NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 2.13 (s 3H); 7.08 (dd, J= 9
20 and 2Hz: 1H); 7.52 (d, J= 2Hz: 1H); 7.86 (d, J = 9Hz: 1H); 10.45 (unresolved peak:
1H); from 12.50 to 13.10 (broad unresolved peak: 1H).

EXAMPLE 11

N -(6-chloro-1H -indazok3-yl)butanamide

0.47 cm® of butyryl chloride is added to 750 mg of 6-chloro-1H-indazole-3-amine in
25 10cm® of pyridine, after the reaction medium has been cooled to about 3°C. The
medium is then alowed to return to 19°C over 14 hours. The reaction medium is

evaporated to dryness under reduced pressure (2kPa; 40°C). The residue is taken up



diameter 4cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume) 20 and collecting 35
cma3 fractions. The fracti ining the expected prgl%uct are combined g ﬁ&gr nder
reduced pressure (2 QB%é%Bﬁe product obtained is taken up in 50 cm3 i‘? iﬁ/ hy e/t 6((zg?flijltered off on
a sinter funnel and then washed with 110 cm3 of diethyl ether. The product is filtered off by suction and,
after drying (90 Pa; 45C), 440mg of N-(6-chloro- 1H-indazol-3-yl)-2-propanamide 25 are obtained in the
form of a white solid melting at 210C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 5.66 (s:
2H); 7.42 (d, J = 9Hz: 1H); 7.50 (broad d, J = 9Hz: 1H); 8.22 (broad s: 1H); 10.86 (unresolved peak: | H).
WO 03/078403 49 EXARABL 1 S EFCRIE- @RTOrShietiaiiRiLa0 29126295 Hishikeriveter-
PCT/_FR03/00752 0.12&&1@3@ pr_ammyhmlmmdm adtﬂesb_taﬁ(lﬂ g mécﬁvvatféuem mieits0-drhf-sidazole-
3-amine, prepared as de&crlbed mspatgnt U%S. 33 5%1 in 10011 rgn309ife8¥ar\'/g}nrﬁ coaled S‘5J|tqhg,[%out 10C. The

temperature is allowdt 18 ?%ﬁquﬁe?g about 16 Ocr)'vctaarsgfglI hogu?sn. € reaction mg%&sr]nurig ev‘%porated under

reduced pressure (Xikpd3boyathe sHierdsiongt axstavaeraisinundes egduseaadr espiRofiaareseBem3 of ethyl
acetate and 25 sm3 @ffisdillehyrates: B?‘%Wéﬁ%&ﬂ@r&f)}%ﬁ%ﬂaéﬂ%ﬁ%adﬂi%? Rt odisyllsd water. The
ro

combined organic phases are dried over magnesium sulphate, filtered through a sinter 10 funnel and then

evaporated under ré® 88 Hestife BskPRATEE) SERARERIIETs PAMRS By CARbnEHBESaPA under an
argon pressure of 5@ kRaecmecanll avatabs(liomoge) (e aidecdletihgnasdiafrieset Gemyheluting with a
cyclohexane/ethyl aﬁet%toensng% ure 7%%0 bﬁ e}:/%gjmg l?c?%r %oéloecgirll%dsgn 8%%%‘racti%rr1§ég he fractions
containing the expec?((-:-:d proaouc A& comb eé and evaporate(gn under reduceoe\f)?%ssure%% E'i?a; 15 500C).

The residue is taker @yeRi3VErRd o f 2iSe oyl Arfer divinthel Akete o LR My sthid( GaimeloAfter drying
(90Pa; 45C), 4dng of INAGAN RN BeHRMah Hr dniig A YH-#id siRRasnid ety dra piRjaiped in the

form of a white solid melting
230°C.

IH NMR spectrum (300 MHz, (CD),SO-d6, d in ppm): 0.98 (t, J = 7Hz: 3H); 1.67

(mt: 2H); 2.40 (t, J= 7Hz: 2H); 7.08 (dd, J=9 and 2Hz: 1H); 7.52 (d, J = 2Hz: 1H);

7.84 (d, J = 9Hz: 1H); 10.39 (unresolved pesk: 1H); from 12.50 to 13.00 (broad
15  unresolved peak: 1H).

EXAMPLE 12

6-bromo-1H-indazole-3-amine

7.3cm? of hydrazine monohydrate are added to 10 g of 4bromo 2-fluorobenzonitrile
in 100cm® of ethanol. The medium is refluxed at about 78°C for 12 hours. The

20 precipitate formed is then filtered off on a sinter funnel. After drying (90Pa; 45°C),
9.7 g of 6bromo-1H-indazole-3-amine are obtained in the form of awhite solid.

IH NMR spectrum (300 MHz, (CD3)SO-d6, d in ppm): 5.45 (broad s: 2H); 7.03 (dd,
J=9and 2Hz: 1H); 7.43 (d, J = 2Hz: 1H); 7.65 (d, J= 9Hz: 1H); 11.50 (unresolved

peak: 1H).

25 (2E) N-(6-bromo-1H-indazol-3-y)-2-butenamide

1.07cm® of crotonyl chioride are added to 2 g of 6-bromo-1H-indazole-3-amine,

prepared previously, in 30cm? of pyridine, cooled to about 3°C. The medium is



at 208C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 1.91 (dd, J = 7 and 1.5Hz: 20 3H); 6.29

(dd, J=15and 1.5%@@@%%@(@, J =15 and 7Hz: 1I—9; 7.35 (broad d, J = 8?‘??%/50%@12(br0ad S:

1H); 8.11 (d, J = 9Hz: (unresolved peak: 1H); from 12.60 to 13.50 (broad Unresolved peak:
1H). EXAMPLE 16 ethyl 4-[[6 -(trifluoromethyl)-IH -indazol3-vllaminol-4-oxobutanoate 25 0.23 cm3 of
crotonyl chloride is added to 249 mg of 6(trifluoromethyl)-1H-indazole- 3-amine, prepared as described in
patent US 3 133 081, in 10cm3 of pyridine, cooled to about 10C. The temperature is allowed to return to
about 19C over 17 hours. The WO 03/078403 50 PCT/FR03/00752 reaction medium is evaporated under
reduced pressure (PUPYEEBCEYRE Tl GaEh Lo TS BRI eton ARSHSIURRY DY AR of ethyl
acetate and 25 cm3witeistitiecedyatesurEhe kirgabieq) hasktlie vesshe dsviaker? g2 inc203mf ofistitigd water. The

combined organic phases are. dried ove nesium_sulphate and filtered thro a sinter 5funnel, and
then evaporated unTEFRS DL Kot R AT A RIS D RS o Sheu6raphy under
an argon pressure o¥f5ehigPacaae dORIANOESINDESEY & ¢peariblsesi Andi(heD @iapattachersleR &hg), eluting

with a dichloror@eth%ﬁémgﬁg%@g{ri@(Wé@i&%@ ﬁuevmgs%[giﬁgg%ﬂago’ﬁ%wg%.aﬁhe fractions

containing the expected product are combined and evaporated under reduced pressure (2 kPa; 10 50C).
After drying (90 Pa; X805 PREEUFR §lopR iR QqRBQEFﬁde?Bﬂé?ﬂW-thiﬁlﬁ%%é)ngo‘]’lmbutanoate
are obtained in the fR1araf, seltiig withdargtiotexahadd. ddtad/Mi spac(30B¢3IROWIdRefGBY2SO-d6, S in

ppm): 1.21 (t, J =7 Hz: 3H). fr 2.60 to 2.80.(mt: 4Hq' 4.10 (q..J.= 7Hz: ZHE)S'C ?.35 broad d. J = 9Hz:
7 64 1 (hroad SEE L, A5 A 3 s PSS b, e Pl ARG 5715 oo
(broad unresolved peiRdine) apckexRpRIed wnder reduced pressure (2kPa; 50°C). After drying (90Pa;

10  45°C), 130 mg of N-(6-bromo-1H-indazol-3-yl)-2-butenamide (E form) are obtained

in the form of a beige-coloured solid melting at 232°C.

IH NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): 1.91 (dd, J = 7 and 1.5Hz:

3H); 6.27 (dd, J = 15 and 1.5Hz: 1H); 6.89 (dg, J= 15 and 7 Hz: 1H); 7.20 (dd, J=9

and 2Hz: 1H); 7.68 (d, J = 2Hz: 1H); 7.87 (d, J= 9Hz: 1H); 10.54 (unresolved peak:
15 1H); 12.80 (broad unresolved peak: 1H).

EXAMPLE 13

(2E) N-(5-methyl-1H -indazol-3-vl)-2-butenamide

0.33cm® of crotonyl chloride is added to 560 mg of 5methyl-1H-indazole-3-amine,
prepared as described in patent EP 909 720, in 30cm?® of pyridine. The medium is
20 alowed to return to about 19°C over 12 hours. The reaction medium is evaporated
under reduced pressure (2kPa; 50°C) and the residue is taken up in 25cm?® of
tetrahydrofuran, 25cm? of ethyl acetate and 25cm?® of distilled water. The organic
phase is washed with 2 25cm® of distilled water. The resulting solution is dried over
magnesium sulphate, filtered through a sinter funnel and then evaporated under
25  reduced pressure (2kPa; 50°C). The residue is purified by chromatography under an
argon pressure of 50 kPa, on a column of silica gdl (particle size 40-60 pm; diameter
2.5cm), euting with a cyclohexane/ethyl acetate mixture (50/50 by volume) and
collecting 20 cm® fractions. The fractions containing the expected product are



(2E) N-[5-(trifluoromethyl)-1H-indazol-3-yllI-2-butenamide 0.24 cm3 of crotonyl chloride is added to 500

mg of 5-(trifluoromethyl)-1H-i ole- 20 3-amine, prepgged according to pat g 1,in 15 cm3
of pyridine. The rea%or%nlféilum is stirred at about 19C for 12 hours and theﬁ%ﬁ%@ée 7§2der reduced

pressure (2kPa; 50C). The residue is taken up in 25 cm3 of tetrahydrofuran, 25 cm3 of ethyl acetate and
25 cm3 of distilled water. The organic phase is washed again with 25cm3 of distilled water. The organic
phase is dried over magnesium 25 sulphate, filtered through a sinter funnel and then evaporated under
reduced pressure (2 kPa; 50C). The residue is purified by chromatography under an argon pressure of
50 kPa, on a colum ST A BE| AERRIEIELFE G B B K5 K1 ANl RN B P
cyclohexane/ethyl agstaje Boiniyiref (4YSMdakyW-aid iejaaoicBad) abingnabidan@Edon) e /d@H&ited 1

PCT/FR03/00752 fracﬂ%)r(%ET%? fragltionsl.c ntaining the ??gg%ed product are combined and evaporated

under reduced presér&ree a; FATter g?yir'%q ('5)9%15J ), 63mg of N-[5-

(trifluoromethyl)-lH-'ndazol-3-yl]—2-butenamide@(éE form) are obtained in the form of an off-white solid
melting at about 24%@. MM R REARUEHER IS (DL A8 sk B4, %8 (Rrpathéh: 1=oAH@PH= 7 and
1.5Hz: 3H); 6.39 (dd,33 7s13-pnd. ds3ttr: JH 5P AYM A Tl Sl (doHz =1is) arddbied 3, =79 7and 2Hz:

1H); 7.66 (d, J = 9Hz: ;842 (hrgad s: 1H);_1.0.73 (unresglve _az: % frqm 12.90 .40 (broad
unresolved peak: 1|§de1 Eﬁﬁl\/ﬁbﬁgﬁl%?%o ﬁ%tlg-gfj%réll-ﬁiﬁdg%ﬁiﬁfz- Eéllg Pr?ﬁ‘%eso. br&‘l%% butyryl
chloride is added to (8tsutyed peakildit); 11252 anekelv@chpatke 1H)repared according to patent EP 90972, in
25 cm3 of pyridine, cooled to about 5C. The temperature is allowed to return to about 19C over 17 hours

and the reaction mediywis ergporated under reduced pressure (2kPa; 50C). The residue is taken up 15
in 25 cm3 of tetrahydrofuran, 25 cm3 of ethyl acetate and 25 cm3 of distilled water. The organic phase is

ed over magnesiygyayRPiS HIRIEA4DAcyD AL A

10  0.39cm® of propionyl chloride is added to 750 mg of 6chloro-1H-indazole-3-amine
in 10cm® of pyridine, cooled to about 3°C. The reaction medium is alowed to return
to about 19°C over 12 hours and is evaporated under reduced pressure (2 kPa; 50°C).
The residue is taken up in 40 cm® of tetrahydrofuran, 40 cm® of ethyl acetate and
40cm’® of distilled water. The organic phase is washed with 40 cm® of distilled water

15 and 40cm?® of saturated agueous sodium chloride solution. The resulting solution is
dried over magnesium sulphate, filtered through a sinter funnel and then evaporated
under reduced pressure (2kPa; 50°C). The residue is purified by chromatography
under an argon pressure of 50kPa, on a column of silica gd (particle size 4060 um;
diameter 4cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume)

20 and collecting 35cm? fractions. The fractions containing the expected product are
combined and evaporated under reduced pressure (2kPa; 50°C). The product
obtained is taken up in 50 cm?® of diethyl ether, filtered off on a sinter funnel and then
washed with 2 10cm? of diethyl ether. The product is filtered off by suction and,
after drying (90 Pa; 45°C), 440mg of N-(6-chlorc 1H-indazol-3-yl)-2-propanamide

25 areobtained in the form of awhite solid melting & 210°C.

1H NMR spectrum (300 MHz, (CD3):S0-d6, d in ppm): 5.66 (s. 2H); 7.42 (d, J =
9Hz: 1H); 7.50 (broad d, J = 9Hz: 1H); 8.22 (broad s: 1H); 10.86 (unresolved peak:
1H).



and then evaporated under reduced pressure (2kPa; 50C). The residue is purified by chromatography
under an argon Prespies }) %}?ga on a column of silicggel (particle size 40- % % er 2.5cm),
eluting with a cyclohexane ethyl'acetate mixture 20 (60/40 by volume) and coll ectlngg cm3fractions.

The fractions containing the expected product are combined and evaporated under reduced pressure (2
kPa; 50C). After drying (90Pa; 45C), 100 mg of N[5chloro-1H-indazol-3-yl]-2-butanamide are obtained in
the form of a white solid melting at 216C. 1H NMR spectrum (300 MHz, (CD3)2SO d6, S in ppm): 0.97 (t,
J=7.5Hz: 3H); 1.68 25 (mt: 2H); 2.40 (t, J = 7.5Hz: 2H); 7.35 (dd, J =9 and 2Hz: 1H); 7.49 (dd, J =9
and 0.5Hz: 1H); 7. SMEL@—gtd 0.5 Hz: 1H); 10.41 (unresolved peak: 1H); 12.82 (unresolved peak:
1H). WO 03/078403 52 EXAMPLE 19 N -[4- chloro 1 H |ndazol3 vIIbutanamlde PCT/FR03/00752 0.23 cm3
of butyryl chloride is(3 r naag pitenamidpared as described in patent EP
90 972, in 10 cm3 of pyrrdrne cooled to about 5 10C The temperature is allowed to return to about 19C

over 17 hours. The g2gtaf ornedtunyllemdﬁcﬂ@rewdedrtdesotﬁdgQﬁdenrﬁﬁwmﬂahﬁm@m@)azabe residue is
taken up in 25 cm3 feth | acetate an cm3 of disti The aglc pha e is washed with
R S e B e L R AT

2x25 cm3 of distilled WAter fngow saPurate ueous sodium ¢ he organic
phase is dried dver tﬁ@@ﬂ@ts;l@?ﬁsm]@ﬁamefﬂteretﬁ @mmeddgre&lrﬂmeibﬂuthﬁ@mﬁderhﬁrhev@piﬂmted under

reduced pressure (2kRgomRediurhs é@%ﬁgré?etﬁtmdﬂf IR R4 pragpd rﬁ%}%@“@ﬁ%@'ﬂr@%@tﬂ essure of

50 kPa, on a column of silica gel rtigle size 40-60 pm; diam inelutlng with a

dichloromethane/méthEKEN it ?Q@Yl @yt%ﬂﬁ‘mﬁ’f&%"cgﬁéﬁn@f B%W fiaenants 2¢8 i ctions
containing the expeekedl|piodtet aTheryaineprad rvapsiaieditindsed cediigrbpreasuraii@kPa; 50C).

80mg of N-f4-chioroindaenl: 3y IRulana Uiy Bl g RIS Raaer RO A iesile metting at

198C.
10 funnel and then evaporated under reduced pressure (2kPa; 50°C). The residue is

purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gel (particle size 40-60 um; diameter 2cm), eluting with a cyclohexane/ethyl acetate
mixture (70/30 by volume) and collecting 30 cm?® fractions. The fractions containing
the expected product are combined and evaporated under reduced pressure (2 kPa;

15 50°C). The residue is taken up in 30 cm® of diisopropyl ether and then filtered off on
a sinter funnel. After drying (90Pa; 45°C), 41mg of N-[6-(trifluoromethyl)-1H-
indazol 3-yl] - 2-butenamide (E form) are obtained in the form of a white solid melting
at 208°C.

14 NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): 1.91 (dd, J = 7 and 1.5Hz:

20 3H); 6.29 (dd, J = 15 and 1.5Hz: 1H); 6.91 (dq, J = 15 and 7Hz: 1H); 7.35 (broad d,
J = 9Hz: 1H); 7.83 (broad s: 1H); 8.11 (d, J = 9Hz: 1H); 10.65 (unresolved peak:
1H); from 12.60 to 13.50 (broad unresolved peak: 1H).

EXAMPLE 16

ethyl 4-[[6-(trifluor omethyl)-1H -indazol3-yl]amino]-4-oxobutanoate

25  0.23cm of crotonyl chloride is added to 249 mg of 6(trifluoromethyl)-1H-indazole-
3-amine, prepared as described in patent US 3 133 081, in 10cm?® of pyridine, cooled
to about 10°C. The temperature is allowed to return to about 19°C over 17 hours. The



1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 0.98 (broad t, J = 7Hz: 3H); 1.66 (mt: 2H); 2.35

(very broad t, J = 7%&%@@%broad d, J = 8Hz: 1H);53.34 (t, J=8Hz: 1H), 814/%§%5;é)§70§22 1H); 9.80

(unresolved peak: 1 PLE 20 N-[6-(trif|uoromethvl)-1H-indazol3-vlf%utan 6cm3 of
butyryl chloride is added to 500mg of 6(trifluoromethyl)-1H-indazole- 3-amine, prepared as described in
patent US 3 133 081, in 5cm3 of pyridine, cooled to about 10C. The temperature is allowed to return to
about 19C over 19 hours. The 25 reaction medium is evaporated under reduced pressure (2 kPa; 50C).
The residue is taken up in 15 cm3 of ethyl acetate and 15 cm3 of distilled water. The organic phase is

washed with 15 cm3GFHReMEd WasRAPREY ¥8AEhTSPSARIFSTEE &4 KBB L Louilifs (§¥8¢31®78403 53
PCT/FR03/00752 chézeidepsolutbom Tdiecotpgdiof plaases srdf ieidetive raneagn asilrd soiphals; fitered

through a sinter funnel and then evaporated under reduc ressyre (2 kPa; 50 The residue is
puiied by chromatcAebm EaT i ATGE I TESES 0 2P S I SCLRE HAEEh MEER B size
40-60 pm; diameter @gam)¢ ghbiaizeg wichds &l cgwbo heagnesieth ghigpbatatenchifitiered 10V@@byavshiene) and

collecting 20 cmg fragtions.. Lhe 4 %&@n&@p%@@%& %E@J&)?%Véﬁgﬁr‘i@ evaporated

under reduced pressure (2kPa; 50C). After drying (90Pa; 45C), 49953% N-[6- N
(trifluoromethyl)-1H-RYEH2E DY GREAgBE USRI LI RTES e $letfRRoIh2 e 6l idliting at

200C. 10 1H NMR S@&QH&*M@Q&W’@O L@P&)&Mrﬁ),i@l mﬂ&%(&%m%&%&@mﬁ&? (mt: 2H);
(unresolved peak: LU 1SUEr N AR LR FICE XRRHSLE S0 pganTd
4-[[2-(trimethylsil4) etherxirertetvirdideinate zolaBHaa | prd Aoswiotited oindey idectdgpmsdirkitiisRole-3-amine
in 20 cm3 of difgethyfersNamide drying (90 Pa 45°C), 210mg of ethyl 4 [[6-(trifluoromethyl)-1H-

indazo} 3-yl]amino]-4-oxobutanoate are obtained in the form of awhite solid melting

at 248°C.

14 NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 1.21 (t, J= 7 Hz: 3H); from
2.60 to 2.80 (mt: 4H); 4.10 (q, J = 7Hz: 2H); 7.35 (broad d, J = 9Hz: 1H); 7.84

15 (broad s. 1H); 8.02 (d, J = 9Hz: 1H); 10.61 (unresolved peak: 1H); from 12.60 to
13.60 (broad unresolved peak: 1H).

EXAMPLE 17

(2E) N-[5-(trifluoromethyl)-1H-indazol-3-yl]-2-butenamide

0.24cm? of crotonyl chloride is added to 500 mg of 5(trifluoromethyl)- 1H-indazole-
20  3-amine, prepared according to patent US 3 133 081, in 15cm® of pyridine. The
reaction medium is stirred at about 19°C for 12 hours and then evaporated under
reduced pressure (2kPa; 50°C). The residue is taken up in 25 cm® of tetrahydrofuran,
25cm® of ethyl acetate and 25cm® of distilled water. The organic phase is washed
again with 25cm® of distilled water. The organic phase is dried over magnesium
25  saulphate, filtered through a sinter funnel and then evaporated under reduced pressure
(2 kPa; 50°C). The residue is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 40-60 um; diameter 2.5cm), eluting
with a cyclohexane/ethyl acetate mixture (40/60 by volume) and collecting 25cm®



is added to 478 mg of sodium hydride in 50 cm3 of anhydrous dimethylformamide. The resulting solution
is then cooled to ab 12cm3 of [2- (trimethylsjlyl)ethoxy]methyl chlgride | of
dimethylformamide g\?é) }%@ﬁ“@% The resulting mixturel% allowed to return toaéi%ﬁé%%gr 45 minutes
and is then taken up in 250cm3 of ethyl acetate. This mixture is washed with 3x100 cm3 of distilled
water and 100 cm3 of saturated aqueous sodium chloride solution. The organic phase is dried over
magnesium sulphate, filtered through a sinter funnel and then evaporated under reduced pressure (2kPa;
40C). The residue is purified by 25 chromatography under an argon pressure of 50 kPa, on a column of
silica gel (particle sf2&CUePEO BRI %%?H%@FWBW,%WFP@ |BisSARNeE AR ERREIR Xt ure

(90/10 by volume) ametieoHediivag pSams (aPEHOBS:A)ha fractiognsyc@otdning ¢)e 68xppeofen-psoduct are
combined and evapgrated under re ce?ﬁgr S 2 kPa: 50C). WQ 03/078403 54 PCT/FRP3/00752 2 g
of Schioro 11021 A Bl 3 AT B SBbL sl I Tt yeltow
oil. 1H NMR spectrum ¢5oowr-2!i (08 S @ 3eutidtZppm): - 0.09 (s: 9H); 0.80 (t, J = 8Hz: 2H); 3.48 (t, J
= 8Hz: 2H); 5.43 (s: 2H); 5.68 (broad s: 2H); 7.01 (dd, J =9 and 5 2Hz: 1H); 7.61 (d, J = 2Hz: 1H); 7.74
(d, J = 9Hz: 1H) N-[B4cRiaRshdi@uirinumtwisily|etmydmen)\dlia Homtaz.oiBwd weuenamids-2.:33 cm3 of

acryloyl chloride is a‘ggle f 6¢hloro-1- %ﬁ rm E%yé ilyDethox ]#'r} hyi— | H-j ole-3-amine,
described previously, | %é?%:ﬁ%@ 9oT |cﬁpé$%l'r'rs1% &‘ﬁ'é agh a.gﬁc_m]?»g 3¥ rujft%yl ’ﬂilln@egaﬁgé’rﬁeaéion medium
is stirred for 10 30 namdit2d aridHih&e@ e pdratdzunber 8ddubenho e sdt) el (27RRanrd@CedTelresidue is
taken up in 100 cm3 g eﬁj'(% 35ekE %)tmﬁ%i W&|§ gggdl ith 2x50 cm3 of distilled water and with
50cm3 of saturated aqf{ieous sddtﬁm% oride so?ution. 1%? organic phase is dried over magnesium
sulphate, filtered through a sinter funnel and then evaporated under reduced pressure (2kPa; 40C). The
residue is purified b%&%graphy under an argon pressure of 50 kPa, on a column of silica gel

(particle
10  N-5-chloro-1H -indazol3-vi]-2-butanamide

0.31cm® of butyryl chloride is added to 500mg of 5chloro-1H-indazole-3-amine,
prepared according to patent EP 90972, in 25 cm® of pyridine, cooled to about 5°C.
The temperature is alowed to return to about 19°C over 17 hours and the reaction
medium is evaporaied under reduced pressure (2kPa; 50°C). The residue is taken up

15 in 25cm?® of tetrahydrofuran, 25 cm?® of ethyl acetate and 25¢cm® of distilled water.
The organic phase is dried over magnesium sulphate, filtered through a sinter funnel
and then evaporated under reduced pressure (2kPa; 50°C). The residue is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate mixture

20  (60/40 by volume) and collecting 30cm® fractions. The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C).
After drying (90Pa; 45°C), 100 mg of N{5-chloro-1H-indazol- 3-yl]-2-butanamide
are obtained in the form of a white solid melting at 216°C.

1H NMR spectrum (300 MHz, (CDs),SO d6, d in ppm): 0.97 (t, J = 7.5Hz: 3H); 1.68

25 (mt: 2H); 2.40 (t, J= 7.5Hz: 2H); 7.35 (dd, J = 9 and 2Hz: 1H); 7.49 (dd, J = 9 and
0.5Hz: 1H); 7.86 (dd, J = 2 and 0.5Hz: 1H); 10.41 (unresolved peak: 1H); 12.82
(unresolved peak: 1H).



size 40-60 pm; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate mixture (90/10 by volume) and
collecting 35cm3 fraﬁ}i(g . J actions containing the _expected product ar %glrﬂp&‘b%% evaporated
under reduced pressurer@(?( a; 50C). After drying (90 Pa; 45C), 160 mg of N-[6-chloro-"1-[[2 20
(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]propenamide are thus obtained in the form of a white solid.
1H NMR spectrum (300 MHz, (CD)2S0O-d6, d in ppm): - 0.08 (s: 9H); 0.83 (t, J = 8Hz: 2H); 3.54 (t, J =
8Hz: 2H); 5.68 (s: 2H); 5.84 (dd, J = 10.5 and 2Hz: 1H); 6.35 (dd, J = 16.5 and 2Hz: 1H); 6.60 (dd, J =
16.5 and 10.5Hz: 1H); 7.18 (dd, J = 9 and 25 2Hz: 1H); 7.88 (d, J = 2Hz: 1H); 8.00 (d, J = 9Hz: 1H); 10.40
(unresolved peak: IWro-l H-indazol3-vllurouenamide WO 03/078403 55 PCT/FR03/00752
5cm3 of 5N hydrochloric acid are added to 160mg of N-[6-chloro-1-[[2-

(trimethylsilyl)ethoxyJinh&ey e tharioR3W]|brspeemitéde described previously, in 10cm3 of ethanol.
The medium is heated at about 78C for 30 minutes. The mixture is then allowed to return to about 19C
and 6cm3( oli SN som&gﬂ;@fxidaﬁwremsﬁdismmwa@iqn gneﬂri]uf&\iﬁr@\@pmaégﬂma@ﬂﬁ meﬁuged
pressure (2kPa; 40C) and the residue is taken yp.|i 3 of et cetate, 25 ¢ f tetrahydrofuran
Bnd. 200m3 of istIESSTb o GBI AL ohFd AR SD e 6T it SO 2o sodium
chloride solutio®. ThEtEsiihmigoptiaivieis eHewedtiedatvartonbeid owe 3 dneur filiBhe detetiongh a sinter
funnel and then evapeipf RIS AP ANIE I AIRSS R BIPA Do EheTRsiduS iRualind by

chromatography under an gr%on pressure of 50 kPg, on a column of silica gel (particle size 40-60 pm;
diameter 1.5cm), ellitifrCWitPTaC)e BpEa ARty it dtel e AR (s D15 O B9 Vo RIIRE) s@¥&8liecting 7
cm3 fractions. The fragiianesomfaisting threxpaesteshprogicbatentombineaandogwapotatidninder
reduced pressure (2ifig; H0GY, ¢ ARl KRR 5B 1B 855 S RLASUR AMGHRN G fensoluble
material is filtered off on a sinter

10 through a sinter funnel and then evaporated under reduced pressure (2 kPa; 50°C).

The residue is purified by chromatography under an argon pressure of 50 kPa, on a
column of dlica gel (particle size 40-60 pm; diameter 4cm), eluting with a
dichloromethane/methanol mixture (99/1 by volume) and collecting 30 cm® fractions.
The fractions containing the expected product are combined and evaporated under

15 reduced pressure (2kPa; 50°C). 80 mg of N-[4-chloro-1H-indazol-3-yl]butanamide
are thus obtained in the form of awhite solid melting at 198°C.

1H NMR spectrum (300 MHz, (CD3),S0O-d6, d in ppm): 0.98 (broad t, J = 7Hz: 3H);
1.66 (mt: 2H); 2.35 (very broad t, J= 7Hz: 2H); 7.15 (broad d, J = 8Hz: 1H); 7.34 (t,
J=8Hz: 1H); 7.49 (d, J= 8Hz: 1H); 9.80 (unresolved peak: 1H).

20 EXAMPLE 20

N6-(trifluoromethyl)-1H-indazol-3-vl]butanamide

0.26 cm® of butyryl chloride is added to 500mg of 6(trifluoromethyl)- 1H-indazole-
3-amine, prepared as described in patent US 3 133 081, in 5cm? of pyridine, cooled
to about 10°C. The temperature is allowed to return to about 19°C over 19 hours. The
25  reaction medium is evaporated under reduced pressure (2 kPa; 50°C). The residue is
taken up in 15 cm® of ethyl acetate and 15cm?® of distilled water. The organic phase is
washed with 15 cm® of distilled water and with 15 cm® of saturated agueous sodium



funnel and this mixture is washed with 2x5 cm3 of dichloromethane. After drying (90 Pa; 45C), 10 mg of
N-[6-chloro- 1H-ind%—%ﬁ%namde are thus obtagéed in the form of a \%gﬁﬁ%%éﬁ%gng at 205C.
1H NMR spectrum ( Z, 3)2S0-d6, S in ppm):75.82 (dd, J = 10.5 and 2Hz: 7 6.34 (dd, J =
17 and 2Hz: 1H); 6.60 (dd, J =17 and 10.5 Hz: 1H); 7.10 (dd, J = 9 and 2Hz: 1H); 7.54 (d, J = 2Hz: 1H);
7.95 (d, J = 9Hz: 1H); 10.78 (broad unresolved peak: 1H); 12.86 (broad unresolved peak: 1H). EXAMPLE

22 N-[5-(trifluoromethyl)-1H-indazol3-vllbutanamide 25 0.26cm3 of butyryl chloride is added to 500mg of
5-(trifluoromethyl)-1H-indazole- 3-amine, prepared according to patent US 3 133 081, in 15 cm3 of
pyridine, and cooleGS"H5oSR!HEOMT P HEBIT RBATRIHP ISTHHLWER (81786 SheiAe ot 8@Er 12 hours.
The reaction mediunhisugiieg ainatte of unndesne thgedspressetiiddk Peduned preddueer €skdrae 36°@KenN up in 15
cm3 of ethyl acetatel%nd 15 cm3 of (?:st'l ed Water The WO Q3/078403 56 PCT/FBQOB(( 752 organic

0
phase is dried over maegrrlef=§'k'f‘,]%LlﬂerﬁSsﬂlllbI a e,)fil%efcé@a{tﬁ%%og SRt TRe AR then evap r3ted under

reduced pressure (2aans0e) Stike @sbidoatis! ealdse P10 13 smdastiaRchistomeaiing, Witbred and dried

under reduced greseyifAARRRAYP IR NI IR il e Bsbsb gl fydbutanamide
in the form of 5 an off-white solid melting at 230C. 1H NMR spectrum_ (300 z, (CD3)2S0-d6, Sin

ppm): 0.97 (t, J= 7.5'P& THEIONS @8N(@NNG Hife L4egted; Rroplct: SE COMBHRYENY £vangried BREEr 11); 7.65 (d,
J'= 9Hz: 1H); 8.34 (etnaets piddiurt0 GRKarosatS). 1l SdRGridproauPs; Us)CR XAMRY_Br23116

N-[5-nitro-1H-indazgl-3-yllbutanamide 0.58 cm3 utyryl chloride is added to 1 g of,
e s o A RERR . i SR AU B S BSRE S Bl or a0

cooled to about 5C. WHHe selitmsHingedidPA’is-allowed to return to about 19C over 12 hours. The insoluble

10  1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (t, J = 7,5Hz: 3H); 1.69
(mt: 2H); 2.42 (t, J = 7.5Hz: 2H); 7.34 (broad d, J = 9Hz: 1H); 7.82 (broad s. 1H);
8.04 (d, J = 9Hz: 1H); 10.49 (unresolved peak: 1H); 13.10 (broad unresolved peak:
1H).

EXAMPLE 21

15 6-chloro-1-[[2-(trimethylsili)ethoxy]methyl]-1H -indazole-3-amine

A solution of 2 g of 6chloro-1H-indazole-3-amine in 20cm?® of dimethylformamide
is added to 478 mg of sodium hydride in 50 cm® of anhydrous dimethylformamide.
The resulting solution is then cooled to about 3°C and 2.12cm® of [2
(trimethylsilyl)ethoxy]methyl chloride in 10 cm® of dimethylformamide are added.
20  The resulting mixture is alowed to return to about 19°C over 45 minutes and is then
taken up in 250cm® of ethyl acetate. This mixture is washed with 3x100 cm® of
distilled water and 100cm® of saturated aqueous sodium chloride solution. The
organic phase is dried over magnesium sulphate, filtered through a sinter funnel and
then evaporated under reduced pressure (2kPa; 40°C). The residue is purified by
25  chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 4060 um; diameter 4 cm), eluting with a cyclohexane/ethyl acetate mixture
(90/10 by volume) and collecting 100cm® fractions. The fractions containing the

expected product are combined and evaporated under reduced pressure (2 kPa; 50°C).



material present is filtered off and the filtrate is then evaporated under reduced 15 pressure (2kPa; 50C).
The residue is take i of ethyl acetate and 15 cm3 of distilled wa; ic phase is
dried over magnesi%%é%&%@}ﬁltered through a sinte?s'ri funnel and then evap&%rzl-{'glgogz%?eg?educed
pressure (2 kPa; 50C). The residue is purified by chromatography under an argon pressure of 50 kPa, on
a column of silica gel (particle size 40-60 pm; diameter 3.5cm), eluting with a 20 cyclohexane/ethyl
acetate mixture (70/30 by volume) and collecting 20 cm3 fractions. The fractions containing the expected
product are combined and evaporated under reduced pressure (2kPa; 50C). After drying (90 Pa; 50C),
480mg of N-[5-nitro.2 119-inBaz&r8L9I At AAHATBE Y8 RALRORYARRELY [h tht RSBl S ahRe sBifd. 1H NMR
spectrum (300 MHz pfaIDed Or e Brin ¢fanyE 10@8ilt, J = 7.5 Hz: 3H); 1.70 25 (mt: 2H); 2.46 (t, J = 7Hz:
2H); 7.63 (d, J = 9Hz: 1H); 8.18 (dd, J = 9 and 2Hz: 1H); 9.05 (d, J = 2Hz: 1H); 10.77 (unresolved peak:

1H); from 13.00 to 11%47Qm§@ctmw?ﬁd%&?g§b%£§o%@ Q%QJMQS éﬁﬁwﬁ[?gggt’l\lj@-bmmo-l

H-indazol-3-yl]butanamide PCT/FR03/00752 0.24cm3 of butyryl chloride is adde mg of
6bromo-1H-indazolé 514 rAitle 3d84tribia 8t ttduiiiELEh Ié/81(§,r‘?ﬁdf5 M’z 28R cooled to
about 5C. 5 Thesreaztin TAGANGD (8, dltowed tieyetrn (o, abadiiZ:AEpver 50 hours. The reaction medium
is evaporated under reduced pressure (2kPa; 50C). The residue is taken up in 15 cm3 of ethyl acetate

and 15 cm3 of distillgd wates. e Srganis Yol RAENESINM. BaieafilfgLed through a
sinter funnel and then evaporated under reduced pressure a, b0C). Ilﬁ€e resu}'Jl!ue IS taken up in 15
cm3 of dichlorometrbag? 1Q and filtered tp give after dryin §9 Pa; 50C), 356.m glf N-! -_ﬂé)%[no-
1H-indazol-3- yI]butahar%llee ir?qtheafgfl(r%ygf afﬁgq‘ SWhitd sc%1 erél)elﬁ%g gt 2%2(% 1 l ng rum (300
MHz, (cD3)2so-d61r'3ﬁemy|!ﬂirhyl)etlwx(bmmylﬂ,—:uH:—imo@mkeaami@.mmb@wi@wmmaswm% 7Hz: 2H);
7.20 (broad d, J = 9Gz4i&kidrdrféthane and 0.57 cm? of triethylamine. The reaction medium is stirred for
10 30 minutes and then evaporated under reduced pressure (2 kPa; 40°C). The residue is
taken up in 100cm® of ethyl acetate and this mixture is washed with 2x50 cm® of
distilled water and with 50cm? of saturated aqueous sodium chloride solution. The

organic phase is dried over magnesium sulphate, filtered through a sinter funnel and
then evaporated under reduced pressure (2kPa; 40°C). The residue is purified by
15 chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate mixture
(90/10 by volume) and collecting 35cm® fractions. The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C).
After drying (90 Pg; 45°C), 160 mg of N-[6-chloro-1{[2
20  (trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]propenamide are thus obtained in the

form of awhite solid.

IH NMR spectrum (300 MHz, (CD2),SO-d6, d in ppm): - 0.08 (s: 9H); 0.83 (t, J =
8 Hz: 2H); 3.54 (t, J = 8Hz: 2H); 5.68 (s. 2H); 5.84 (dd, J = 10.5 and 2Hz: 1H); 6.35
(dd, J = 16.5 and 2Hz: 1H); 6.60 (dd, J = 16.5 and 10.5Hz: 1H); 7.18 (dd, J= 9 and

25 2Hz 1H); 7.88 (d, J = 2Hz 1H); 8.00 (d, J = 9Hz: 1H); 10.40 (unresolved pesk:
1H).

N {6-chlor0-1H -indazol-3-yl]pr openamide




(broad s: 1H); 7.78 (broad d, J= 9Hz: 1H); 10.40 (unresolved peak: 1H); 12.75 15 (unresolved peak: 1H).

EXAMPLE 25 N-[6-¢hlqros -(trimethylsilyl)ethoxylmethyll-1H-indazol-3-yllI tﬁ%wl of
WQ@S@?&%& %Lh Btl ISSO veggilﬁsg

N-(6-chloro- 1H-indazo anamide, described preViously in Example 11, d 0 cm3 of
dimethylformamide are added to 606mg of 60% sodium 20 hydride in 20 cm3 of dimethylformamide. After
cooling to about 5C, 2.68 cm3 of [[2- (trimethylsilyl)ethoxy]methyl] chloride in 10 cm3 of
dimethylformamide are added. The temperature is allowed to return to about 21C and the mixture is
stirred for 2 hours. The reaction medium is then evaporated under reduced pressure (2 kPa; 45C). The

residue is taken up MPO0FHh30F SMPOLEERASe e BDCAESF dRstilEdMS Watdh! TR HMELFE is washed
again with 2x100cm@rohetistitieg)ethdey jamshwithiH-Diaroi33of| Hatopetechiaeu dests isedipravidusyide solution.

The organic phase is dried ¢ver magnesium sulphate, filtered throu inter funnel and.then
evaporated under wb %@?8]78 0§t %Q@C%m%@?'gzhreg?ﬁcgdag%{g?ﬁ; (g?{P:g?l %&%ﬁ‘he fesidue is
purified by chromatdgidpteyi sikeraloweshion grsadarebesisiRP and Bertliphh stkinedysspgisirticle size
40-60 pm; diameter (b 3amdY. SiHERGMIER AmaxtlRnsxeRsIclby | REsiRIBRTHFE4GR/ PAkbY, viekdpe) and

collecting 100cm3 fractions. The fractions containing the expected produgt are 5 combined and

evaporated under redidd88 TSRS RIFARP R 1B0ed) CRfi8t ERYhEERR £° BB Y EipBrdejuran and
6chloro-I-[[2-(trimethydsii) efhdiei] rag: thvgtbr] e dagali3-pydibLitanasnise aite thuenobofisgd-irethe form of a

e o B L B S SR DL 2
7.16 (dd, J = 9 and 2ngnasN7sBEItete fHtered: thrgualy 8sifer) furmeh andHhencesappiaiedsunded peak: 1H).
N-[6-(3-uvridviyg -[[Z{iragthasilyb esnpxy ipediviid dadardldiniet iy BRdmisyraphy under an
argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pum; diameter
1.5cm), eluting with a cyclohexane/ethyl acetate mixture (50/50 by volume) and
collecting 7cm? fractions. The fractions containing the expected product are
combined and evaporated under reduced pressure (2kPa; 50°C). The residue is taken
15 upin 10cm® of dichloromethane, the insoluble materid is filtered off on a sinter
funnel and this mixture is washed with 2x5cm® of dichloromethane. After drying
(90 Pa; 45°C), 10 mg of N-[6-chloro-1H-indazol-3-yl]propenamide are thus obtained

in the form of a white solid melting at 205°C.

1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 5.82 (dd, J = 10.5 and 2Hz:

20 1H); 6.34 (dd, J= 17 and 2Hz: 1H); 6.60 (dd, J= 17 and 10.5Hz: 1H); 7.10 (dd, J=
9 and 2Hz: 1H); 754 (d, J = 2Hz: 1H); 7.95 (d, J = 9Hz: 1H); 10.78 (broad
unresolved peak: 1H); 12.86 (broad unresolved peak: 1H).

EXAMPLE 22

N5-(trifluoromethyl)-1H-indazol-3-vl]butanamide

25  0.26cm’ of butyryl chloride is added to 500mg of 5(trifluoromethyl)-1H-indazole-
3-amine, prepared according to patent US 3 133 081, in 15 cm® of pyridine, and
cooled to about 5°C. The reaction medium is alowed to return to about 19°C over
12 hours. The reaction medium is evaporated under reduced pressure (2 kPa; 50°C).
The residue is taken up in 15¢cm® of ethyl acetate and 15 cm® of distilled water. The



900 mg of diethyl-3-pyridylborane, 1.86 g of caesium fluoride, 18.4 mg of palladium 15 acetate and finally
48mg of 2- dicycloh ne- 2-(N,N dimethylaming)biphenyl are added -[6-chloro- 1-[[
2- (trimethylsilyl)ethggy %@%ﬁ H-indazol-3-yl]butanarrr%1(|%de, described previoﬁgﬂﬁr@%ﬁz@of dioxane.
The mixture is then heated at about 100C for 17hours and then filtered through a sinter funnel and
evaporated under reduced pressure (2 kPa; 50C). 20 The residue is taken up in 75 cm3 of ethyl acetate
and 50 cm3 of distilled water. The organic phase is washed again with 50 cm3 of distilled water and with
50 cm3 of saturated aqueous sodium chloride solution. The organic phase is dried over magnesium
sulphate, filtered thrBEQ@H'%@%F?QH%I%{%WWUWBWUHé‘%ﬁﬁﬁlﬂ%@ﬁ%ﬁ@%lﬂ@%@@&the
conditions describedreregiapsisted hexdesiddacks! puessack [ 2% chooD)altgr agltuc ikl ekan @vgan pressure
of 50 kPa, on a column ofsilica gel (particle sjze 40-60 pm; diameter 2.5cm), elutj ith a
cyclohexane/ethyl ac%%a e P}ﬁig?ﬁaé) "é Eﬂ“Byfs{lé‘?’L??he Og#degolljl%(],c%r{g 5 crﬁfg?érce[i@r?ségl'fgg %tctions
containing the expeeaty®rRIRY & \oOntisiAeeremetia hdbratderalndtet] rethneatrpiedsere? kPa; 50C).

After drying (90Ra; 3AGH-IBREWIRS NalBrt3apysishd)-1-[[2 WO 03/078403 59 PCT/FR03/00752
(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide are thus obtained in the form of a yellow oil. 1H

e o A R R (T B0

and 2Hz: 1H); 7.55 (lomoatHy®.43+(18 b= atttz4 ZHiz7 661 \pd, 7= (6 ,abd-195+1z: 1iH); §.69 (thrdadizAH); 8.20

(ddd,J=8.5-2.5 . @FHCIS 63 (d 5 d ' ; . dd, J=25Hz: 1H); 10.51
(unresolved peak: 18%6 %_% -uyrlsdﬁl_-‘& ?—Pﬁ%@gﬁg %@u?%@%?ﬁ%%éblf@%cms of tetrabutylammonium

fluoride as a 1M solutjon in tetrahydrofuran are added to 900 mg of
N-[6-(3-pyridyl)-1-[[ E&éNERRAs ) ethoxy]methyl]- 1H-

10  N-5-nitro-1H-indazol-3-yl]butanamide

0.58cm?® of butyryl chloride is added to 1 g of 5-nitro-1H-indazole-3-amine, prepared
as described in patent US 742 430, in 25cm® of pyridine, and cooled to about 5°C.
The reaction medium is allowed to return to about 19°C over 12 hours. The insoluble
material present is filtered off and the filtrate is then evaporated under reduced
15  pressure (2kPa; 50°C). The residue is taken up in 15 cm® of ethyl acetate and 15cm®
of distilled water. The organic phase is dried over magnesium sulphate, filtered
through a sinter funnel and then evaporated under reduced pressure (2 kPa; 50°C).
The residue is purified by chromatography under an argon pressure of 50 kPa, on a
column of slica gd (particle size 40-60 um; diameter 3.5cm), eluting with a
20  cyclohexane/ethyl acetate mixture ( 70/30 by volume) and collecting 20 cm?® fractions.
The fractions containing the expected product are combined and evaporated under
reduced pressure (2kPa; 50°C). After drying (90 Pa; 50°C), 480mg of N-5-nitro

1H-indazol-3- yl]butanamide are thus obtained in the form of a white solid.

1H NMR spectrum (300 MHz, (CDs),SO-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.70

25 (mt: 2H); 2.46 (t, J= 7Hz: 2H); 7.63 (d, J= 9Hz: 1H); 8.18 (dd, J = 9 and 2Hz: 1H);
9.05 (d, J = 2Hz: 1H); 10.77 (unresolved peak: 1H); from 13.00 to 13.70 (broad
unresolved peak: 1H).



indazol3-yl]butanamide, described previously, in 20 cm3 of tetrahydrofuran. The reaction medium is
heated at about 66 fgg&%d%%f The heating is then lgpped and 100 cm3 olg {) %Me added.
This mixture is washed wi cm3 of 15 saturated aqueous sodium hydrogen carbonate solution and
then with 2x50 cm3 of distilled water and 50 cm3 of saturated aqueous sodium chloride solution. The
organic phase is dried over magnesium sulphate, filtered through a sinter funnel and evaporated under
reduced pressure (2 kPa; 50C). The residue is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle 20 size 40-60 pm; diameter 2 cm), eluting with ethyl acetate and

collecting 25 cm3 f L ractions containing the expected product are combined and evaporated
under reduced pressure (2kPa 50C) After drylng (90Pa 50C), 380mg of N-[6- (3-pyridyl)-
1H-indazol-3-yl]butaldbiefem [t A of a white product melting at 205C. 25 1H NMR

spectrum (300 MHz, (CD3)ZSO -d6, S in ppm) 098 (t, J 7.5 Hz: 3H); 1.70 (mt: 2H); 2.41 (t, J = 7Hz:
2H); 7.42 (dd, J=9 and B bz bilighly| 7ch@ridlelds daeidi-tb m@wze&uhaﬂﬁlﬁamd S-ahiihe7.92 (broad

d, J =9Hz: 1H); 8.18 8.- 2 WO 03/078403 60 CTéFROS/ 0752 1 ) 62 (dd,J=5
and 2 Hz: 1H); 8.98 ?ésc g%prvewoil%y %)927 rtuJJ;resoR/eJO p%ea ]E%g; nrle{solved peak: 1H).
EXAMPLE 26 45iodd mnrm@zunedmanﬁ:w@vmmm m@mztn@m@hﬁarmgraréf@de@ww 2 g of

2fluoro-6-iodobenzopilhig-Ns 2 4ptta & Gibanbutas CJIBR%EE!@QZI%?Q'BB&@ RO Eslded akangyt 78C for 12

hours. The medium is a||OV\éed to return to about 20C and 20cm3 of distilled water are then added in

order to precipitate thelprdauct. Sié et mMaaPisHifteitea diket Rmhea e &th 20cm3 of
distilled water and thweer tiksgnes prinsdpeand iftédlinriogprethien unhbesptanbiccphgaserés thelerdried over

magnesium sulphalf. Atk AR A HILE T HEEARISSRAR G B Eh A AfBmdahe 5000, 1.65
10 and filtered to give after drying (90 Pa; 50°C), 356 mg of N-[6-bromo-1H-indazol-3-
yl]butanamide in the form of an off-white solid melting at 202°C.

1H NMR spectrum (300 MHz, (CD3);SO-d6, d in ppm): 0.98 (broad t, J = 7.5Hz:

3H); 1.67 (mt: 2H); 2.39 (broad t, J = 7Hz: 2H); 7.20 (broad d, J = 9Hz: 1H); 7.68

(broad s: 1H); 7.78 (broad d, J= 9Hz: 1H); 10.40 (unresolved peak: 1H); 12.75
15  (unresolved peak: 1H).

EXAMPLE 25

N{6-chloro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H -indazol-3-yl] |butanamide

3 g of N-(6-chloro-1H-indazol-3-yl)butanamide, described previously in Example 11,
dissolved in 40 cm® of dimethylformamide are added to 606mg of 60% sodium
20  hydride in 20 cm® of dimethylformamide. After cooling to about 5°C, 2.68cm?® of [[2
(trimethylsilyl)ethoxy]methyl] chloride in 10 cm® of dimethylformamide are added.
The temperature is alowed to return to about 21°C and the mixture is stirred for
2 hours. The reaction medium is then evaporated under reduced pressure (2 kPg;
45°C). The residue is taken up in 200cm® of ethyl acetate and 100cm? of distilled
25  water. This mixture is washed again with 2x100cm® of distilled water and with
100 cm?® of saturated agueous sodium chloride solution. The organic phase is dried

over magnesium sulphate, filtered through a sinter funnel and then evaporated under



of 4-iodo-1H-indazole-3-amine are obtained in the form of a yellow solid melting at 157C. 1H NMR

spectrum (300 MHz -6, Sin ppm): 5.05 (brogg s: 2H); 6.95 (dd, 15.J = 5 Hz: 1H);
7.30 (dd, J=8.5 an(w&[zz)%)%%ﬁw (broad d, J = 7.5Hz§§llH); 11.80 (unresolégﬁ/['):g{a%?@%\l-m-iodo-1H
-indazol-3-vllbutanamide 0.20 cm3 of butyryl chloride is added to 500 mg of 4-iodo-1H-indazole -3-amine,
described previously, in 15 cm3 of pyridine, and cooled to about 5C. The reaction 20 medium is allowed
to return to about 19C over 50 hours. The reaction medium is evaporated under reduced pressure (2
kPa; 50C). The residue is taken up in 15 cm3_of ethyl acetate, 15 cm3 of tetrahydrofuran and 15 cm3 of
distilled water. The 6FgHPRE RHFRILE i< bR PBVer %ﬁ@gﬁﬁﬁﬂ%ﬁ@éﬁﬂrﬂqﬁoﬁf@@dWﬁh a sinter
funnel and evaporaﬁegbmrpcawremﬂ(mﬂkpeeeawecﬂﬁrkﬁat 506 gdl f(earesldueema%@pmpdm&@ms 25 of
dichloromethane ang Eltm§ 'IEhe meglu le rlnﬁterlal ken é(? ng%gé eth nd filtered off
and the filtrate is evapora Oer reduceyaC pressure t glve g7 yFye 0@50752 after
drying (90 Pa; 50C) cmmeﬂttgq)fNO[qudtacuHBnJ@@ofrecqumwe ithenexpeetedoprpausif-hite solid. 1H
NMR spectrum €300 Mpind 0323003 PENIR A LPER AL b A2 R BA 421 2.39
(broad t, J = 7Hz: 2H); 7.09 (t, J = le 754,{? 58Hz; 1 ;758 broad d,"J = 8Hz: 1H); 9.68
(broad s: 1H); 13.08%iMesclved pefak (lGEEkfFsgrbvethyisilylethoxylmethyl]-1H- indazol-3-
N-[6-phenyl)-1-[[2-(tyimeltyishdiesronubobta vidi htirdazold-dieltanamide 497 mg of phenylboronic acid,
1.24 g of caesium fluoride, 12.35 mg of palladium 10 acetate and finally 48mg of 2-

dicyclohexylphosphing grdh, Mt@dém'm)fgéﬁ‘l?% A2 AP 1028 & oH): 0.83 (broad 1,

N-[6chloro-1-[[2- (trlmet 8yIS|Iy ethoxy|methyl indazol- -3-yl|butanamide, descrlbed above in Example
25. in Hz: 2H); 096(t J= Hz 3H); 167(mt 2H); 2.40 (t, J = 7.5Hz; 2H); 3.53
10 (t, J=8Hz 2H); 5.66 (s 2H); 7.16 (dd, J = 9 and 2Hz: 1H); 7.86 (d, J = 2Hz: 1H);

7.88 (d, J=9Hz: 1H); 10.53 (unresolved pesk: 1H).

N{6-(3-pyridyl)-1-][2-(trimethylsilyl)ethoxy]methvl] -1H -indazol-3-
yl]lbutanamide

900 mg of diethyl-3-pyridylborane, 1.86 g of caesium fluoride, 18.4 mg of palladium
15 acetate and finally 483 mg of 2-dicyclohexylphosphine-2-(N,N-
dimethylamino)biphenyl ae added to 15 g of N{6-chlorol{[2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide, described previoudly, in
40cm?® of dioxane. The mixture is then heated at about 100°C for 17 hours and then
filtered through a sinter funnel and evaporated under reduced pressure (2 kPa; 50°C).
20 Theresidue is taken up in 75¢cm® of ethyl acetate and 50 cm® of distilled water. The
organic phase is washed again with 50 cm® of digtilled water and with 50 cm® of
saturated aqueous sodium chloride solution. The organic phase is dried over
magnesium sulphate, filtered through a sinter funnel and then evaporated under
reduced pressure under the conditions described previously. The residue is purified by
25  chromatography under an argon pressure of 50 kPa, on a columnof silica gel (particle
size 40-60 um; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate mixture
(50/50 by volume) and collecting 25cm® fractions. The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C).
After drying (90 Pg; 50°C), 900mg of N-[6(3-pyridyl)-1{[ 2



30crn of dioxane. The mixture is then heated at about 100C for 18 hours and then filtered through a
sinter funnel and evgpar. er reduced pressure (2kPa; 50C). 15 The regj IS {1 @% ith 50cm3
of tetrahydrofuran ag\g g%&ng%& distilled water. The re?éll:;ing residue is taker']?J gg%% g¥ ethyl
acetate and 50cm3 of distilled water. The organic phase is dried over magnesium sulphate, filtered
through a sinter funnel and then evaporated under reduced pressure under the conditions described
previously. The residue is purified by chromatography under an argon pressure of 20 50 kPa, on a
column of silica gel (particle size 40-60 pm; diameter 2.5 cm), eluting with a cyclohexane/ethyl acetate
mixture (75/25 by v &lm@ﬂﬁﬁtﬂw@”&%@%@’ﬁﬁ@ -teezeins Y Hhdanarima BJhesiARY AL 18xiREcted product
are combined and efayosbieg lowdsl: reduced pressure (2kPa; 50C). After drying (90Pa; 50C), 1 g of N[6-
phenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide is thus 25 obtained in the form of

a yellow oil. 1H NMR, spasBWIL30Q %WM%P}%:%%%L&I%HE@HP 0(959%%2@)85%6&6%% 8Hz: 2H);

0.98 (t, J = 7.5 Hz: 3H); 1.69 (mt: 2H); 2.42 (t, z: 2H); J=8 (s:2H); 7.42

(broad t, J = 7.5Hz: 4A)8HA2kd0.98(b did/5@3Wd-38/078 AP GTIFROSN0 250; B9P 7.53 (broad
E, J= 7-~‘|5H32 ZHQ'I'( 7&9 ﬁbr@eﬁ:dszliislrgizzbl)iféQélﬁéqJé@%Etzzlidﬂm&%madj;dd,lbl)s‘ 88.48
unresolved peak: . N-[6-phenyl-1 H-indazql-3-yllbut ide 14.65,¢ rabu onium
fluoride as a 1M sollﬂfggléggﬁa%ﬁzggrﬁﬁ;& %a&%zog @%f? gS 'oqra )r‘gioowgé% - M}an%
N-[6-phenyl)-1-[[2-(tende2higtsiiM)etledxighing thylb bkt indiazaH3, Yiutoadicé ~d2Setibad)prdsausly, in 30

cm3 of tetrahydrofugﬁﬂrfgwef]eg&p%gedium is heated at about 66C for 16 hours. The heating is then
of ethyl acetate ar

stopped and 75 cm re added. This mixture is washed with 75 cm3 of saturated

saturated aqueous SOURIH rHoe=SottoT H R se is dried over magnesium sulphate,

filtered through a sinter funnel and evaporated under
10  13.3cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are

added to 900mg of N-[6(3pyridyl)-1-[[2 (trimethylsilyl)ethoxy]methyl]-1H-
indazol 3-yl]butanamide, described previously, in 20 cm® of tetrahydrofuran. The
reaction medium is heated at about 66°C for 21 hours. The heating is then $opped
and 100 cm® of ethyl acetate are added. This mixture is washed with 50 cm® of

15 saturated aqueous sodium hydrogen carbonate solution and then with 2x50 cm® of
distilled water and 50 cm® of saturated aqueous sodium chloride solution. The organic
phase is dried over magnesium sulphate, filtered through a sinter funnel and
evaporated under reduced pressure (2kPa; 50°C). The residue is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle

20 size 4060 pm; diameter 2cm), eluting with ethyl acetate and collecting 25 cm®
fractions. The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C). After drying (90Pa; 50°C), 380 mg of N-[6
(3-pyridyl) - IH-indazol- 3-yl]butanamide are thus obtained in the form of a white
product melting at 205°C.

25  1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.70
(mt: 2H); 2.41 (t, J= 7Hz: 2H); 7.42 (dd, J=9 and 1.5Hz: 1H); 7.53 (ddd, J=8 — 5
and 0.5Hz: 1H); 7.73 (broad s: 1H); 7.92 (broad d, J = 9Hz: 1H); 8.18 (ddd, J=8 — 2



reduced pressure (2kPa; 50C). The residue is purified by chromatography under an argon pressure of 50

kPa, on a column ofﬁ&c&%%@?rticle size 40-60 pm; d@'geter 3.5 cm), eIutiB%Wmsé/ 7gl)(éetate and

collecting 35 cm3 fractions. ractions 15 containing expected product are combined and
evaporated under reduced pressure (2 kPa; 50C). The residue is taken up in 10 cm3 of ethyl acetate and
then filtered on a sinter funnel, and this mixture is washed with 2x5 cm3 of ethyl acetate and with 20cm3
of diisopropyl ether. After drying (90 Pa; 50C), 420mg of N-[6-phenyl-IH- indazol3-yl]butanamide are thus
obtained in the form of a white product melting at 20 220C. 1H NMR spectrumé300 MHz, (CD3)2S0O-d6,
S in ppm): 0.99 (bro@¥tl-PHz71Z)' 62 @ faads Hz 41k, 528 Hrigadiy) 7 32Yda1=¥34d 1.5 Hz:
1H); 7.40 (broad t, J(unrésbi\dd:pbhk); THH 11480 athitesblved. pebkz :1BHl); 7.63 (broad s: 1 H); 7.74 (broad d, J =
7.5Hz: 2H); 7.98 (d, J = 9Hz: 1H); 10.34 (unresolved peak: 1H); 12.70 (unresolved 25 peak: 1H).
EXAMPLE 28 N-[6-romprs, F=digitro-1 H-indazol-3-vllbutanamide WO 03/078403 63 PCT/FR03/00752
470 mg of nitronium tetrafluoroborate are added in a single portion to 500 mg of N-

[6-bromo-1H-indazol-3-yl bllﬁarrll%miqe,gdescl:rqibed previously in Example 24, in 20 cm3 of acetonitrile,
cooled to about 3C.Fretesut Sterateiallowed to return to about 19C over 14 hours. 15 cm3 of
ethyl acetate and 15 cm3 of distilled water are 5 added to the reaction medium. The medium is then

evaporated under retaEBY PHraskaregMepVARES AR OsTaa Qi MR BoriPaenenidibs in
dichloromethane. The dnfejubiesorntenatdsctitened difanrdhwasbiecedta 3an3d thisopromy ether. After

{he form of an ochel SSTHLA U PRI, ELS B0 20 AAEL he O OB NS 0.6, Si
ppm): 0.98 (t, J = 7.5dded BHYX,der89 p(retpRdh te4Bodyd. 3 el hipl ubi¢) nBteta s liHgretloo@ Anteesolved
peak: 1H); 14.04  fynnel, rinsed with 20cm® of distilled water and then taken up in 20cm? of
10 dichloromethane. The organic phase is then dried over magnesium sulphate and
evaporated under reduced pressure (2 kPa;45°C). After drying (90Pa; 50°C), 1.65 g
of 4-iodo-1H-indazole-3-amine are obtained in the form of a yellow solid melting at
157°C.

IH NMR spectrum (300 MHz, (CD3)SO-d6, d in ppm): 5.05 (broad s: 2H); 6.95 (dd,
15 J=7.5and 8.5Hz: 1H); 7.30 (dd, J = 85 and 1Hz: 1H); 7.37 (broad d, J = 7.5Hz:
1H); 11.80 (unresolved peak: 1H).

N {4-iodo-1H -indazal-3-yl]butanamide

0.20cm® of butyryl chloride is added to 500 mg of 4iodo-1H-indazole-3-amine,
described previously, in 15cm?® of pyridine, and cooled to about 5°C. The reaction
20 medium is alowed to return to about 19°C over 50 hours. The reaction medium is
evaporated under reduced pressure (2 kPa; 50°C). The residue is taken up in 15cm®
of ethyl acetate, 15 cm?® of tetrahydrofuran and 15cm?® of distilled water. The organic
phase is dried over magnesium sulphate and then filtered through a sinter funnel and
evaporated under reduced pressure (2 kPa; 50°C). The residue is taken up in 15cm®
25  of dichloromethane and filtered. The insoluble material is taken up in 10 cm® of
methanol and filtered off and the filtrate is evaporated under reduced pressure, to give



(unresolved peak: 1H). EXAMPLE 29 N-[6-bromo-7-nitro-1 H-indazol-3-vllbutanamide 15 235 mg of
nitronium tetrafluor ded in a single portion_to 500 mg of N-

[6-bromo-1H-indazol- -%ﬁ%@gmde, described previoS%Iy in Example 24, inpgg/c'::nag%goggétonitrile,
cooled to about 3C. The mixture is maintained at about 3C for 1hour and the resulting mixture is then
allowed to returnto about 19C over 14 hours. 15 cm3 of ethyl acetate and 15 cm3 of distilled water are
added to the 20 reaction medium. The medium is then evaporated under reduced pressure (2 kPa; 40C)
and the residue is taken up in 20cm3 of dichloromethane. The insoluble material is filtered off and
washed with 20 cm 3 JHSOMH IFPIFEiNeY. P P80 bk L Hirsitet o\ it by rapay dhde 6 argon
pressure of 50 kPa, fomactcluofifwaiiglictdgel (particle size 40-60 pm; diameter 3.5cm), eluting with ethyl
acetate/cyclohexane 25 (30/70 by volume) and collecting 35 cm3 fractions. The fractions containing the

expected product are, e 4BpYiRIeHRGBSPINCE BB IR o SOC) ATt drying

(90Pa; 50C), 30mg of N-[6-bromo-7-nitro- 1H-indazol-3- yl|buta e are thus obtained in the form of a

white product meltingd it 288¢MinvabGPdasedl pe THAREZ)OFLIAt K NI sBdstfrf (B0DMHZ,
(CD3)2S0-d6, $in ppp: D-98758)Erdab 41236zl £9; 16k ArbaH3H); 4508 Ruhfeschidl Feid (broad d, J
= 9Hz: 1H); 8.13 (d, J = 9Hz: 1H); 10.68 (unresolved peak: 1H); 13.44 (broad unresolved peak: 1H).
EXAMPLE 30 5 N-[6-bfomo-5-nitro-1H-indazol-3-vilbutanamide During the purification by chromatography
of Example 29 under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm;
diameter 3.5 cm), elBXdyMBIt @ihyl acetate/cyclohexane (30/70 by volume), 35 cm3 fractions are
collected. The fractions containing the expected product are combined and evaporated under reduced 10

pressure (2 kPa; 50Q)] a\piesng g 296hacfiSiviRhaxef eyl romorbtantia-Yijbutanamide

497 mg of phenylboronic acid, 1.24 g of caesium fluoride, 12.35 mg of paladium
10 acetate and finally 48mg of 2-dicyclohexylphosphine-2-(N,N-
dimethylamino)biphenyl are added to 1.5 g of N-[6-chloro-1-[[2-(trimethylsilyl)-
ethoxy]methyl] - 1H-indazol- 3-yl]butanamide, described above in Example 25, in
30cnt of dioxane. The mixture is then heated at about 100°C for 18 hours and then
filtered through a sinter funnel and evaporated under reduced pressure (2 kPa; 50°C).
15  The residue is rinsed with 50cm® of tetrahydrofuran and 50cm® of distilled water.
The resulting residue is taken up in 75cm?® of ethyl acetate and 50cm® of distilled
water. The organic phase is dried over magnesium sulphate, filtered through a sinter
funnel and then evaporated under reduced pressure under the conditions described
previously. The residue is purified by chromatography under an argon pressure of
20 50kPa, on a column of silica gel (particle size 40-60 um; diameter 2.5cm), eluting
with a cyclohexane/ethyl acetate mixture (75/25 by volume) and collecting 25cm®
fractions. The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C). After drying (90Pa; 50°C), 1 g of N6
phenyl)-1-[[ 2-(trimethysilyl)ethoxy] methyl]- 1H-indazol-3-yl]butanamide  is thus
25  obtained in the form of a yelow oil.

IH NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): - 0.08 (s: 9H); 0.84 (t, J =
8Hz: 2H); 0.98 (t, J = 7.5Hz 3H); 1.69 (mt: 2H); 2.42 (t, J = 7Hz: 2H); 3.59 (t, J =
8Hz: 2H); 5.74 (s: 2H); 7.42 (broad t, J = 7.5Hz: 1H); 7.47 (dd, J = 9 and 1.5Hz:



indazol3-yl]butanamide are thus obtained in the form of a white product melting at 259C. 1H NMR
spectrum (300 MHz 8( @9 6, Sin ppm): 0.96 (t, J 7, 7.5 Hz: 3H); 1.69 (ML ?é J=7.5Hz:
2H); 7.95 (s: 1H); 8. [szﬁ% ; 9%.80 (unresolved peak:6a5 1H); from 12.70 t?éﬁ?gz 7r§30217 unresolved
peak: 1H). EXAMPLE 31 N-[6-(furan-3 -vl)-1-[[2 -(trimethylsilvl)ethoxylmethyl]-1 H-indazol-3-
yllbutanamide 457 mg of furan3-boronic acid, 1.24 g of caesium fluoride, 13 mg of palladium 20 acetate
and finally 31 mg of 2-dicyclohexylphosphine-2-(N,N dimethylamino)biphenyl are added to 1 g of
N-[6-chloro- 1-[[ 2- (trimet(hﬁyésilyl)ethoxy]methyl%—lH-indazol-3- [[outanamide, described previously in
Example 25, in 30crmh3of dXE8d FrkniixtifeqstherPHomad P06t 208t idr 98 8hdmEH& further 457
mg of furan-3-boronitycichel(@éag of BapInns (uodshtyedpdakrag)of palladium acetate and finally 31 mg of
2dicyclohexylphosphine-2-(N,N- dimethylamino)biphenyl are added and refluxing is continued for 7 hours.
The mixture is thengligwed (9 returm o about ) 95.9ykgd 6 hours and then filtered WO 03/078403 65
PCT/FR03/00752 throtugh a sinter funnel and evaporated under reduced pressure (2 kPa; 50C). The
residue is rinsed wit cm3 of tetr rofuran and 50cm3 of distilled.water, The resulting residue is
taken up i 75 cm3 O GO Ch LB S o8 o S T B R ST
magnesium sulphateddietbie a0 oo gh b-Epbefuinel (8- Grmeyisiigiorsyduatindl Lirethdeed -Bressure

under the conditions,daseHRRMICP RGNS FBRARSIUR iSPUFie hehyarBRIRaraphy HagRsAN argon

pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 3.5 cm), elutinpg with a

cyclohexane/ethyl aBEHAHE T kEFEL B HHVEIIRNET SR T dINECRTY "8H SIS HERRFSAECTIRE Factions
containing the expeetegyiaductastecoodiMEdsankere Roraipddli s mé df cadraresatieo(’ kPa; 50C).

130 mg of N'[G'(fur%al?’ﬂw'h%/ﬂ%ém carbonate solution and then with 2x75 cm? of distilled water and

10 50cm® of saturated agueous sodium chloride solution. The organic phase is dried
over magnesium sulphate, filtered through a sinter funnel and evaporated under
reduced pressure (2kPa; 50°C). The residue is purified by chromatography under an
argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter
3.5cm), eluting with ethyl acetate and collecting 35 cm® fractions. The fractions

15 containing the expected product are combined and evaporated under reduced pressure
(2 kPa; 50°C). The residue is taken up in 10 cm® of ethyl acetate and then filtered on a
sinter funnel, and this mixture is washed with 2x5cm® of ethyl acetate and with
20cm?® of diisopropy! ether. After drying (90 Pa; 50°C), 420 mg of N-[6-phenyl-1H-
indazo} 3-yl]butanamide are thus obtained in the form of a white product melting at

20 220°C.

1H NMR spectrum (300 MHz, (CD3),S0O-d6, d in ppm): 0.99 (broad t, J = 7Hz: 3H);
1.70 (mt: 2H); 2.41 (t, J = 7Hz: 2H); 7.37 (dd, J = 9 and 1.5Hz; 1H); 7.40 (broad t, J
= 7.5Hz: 1H); 7.51 (broad t, J= 7.5Hz: 2H); 7.63 (broad s: 1H); 7.74 (broad d, J =
7.5Hz: 2H); 7.98 (d, J = 9Hz: 1H); 10. 34 (unresolved peak: 1H); 12.70 (unresolved

25  pesk: 1H).

EXAMPLE 28

N-[6-bromo-5.7-dinitro-1H -indazol 3-yl]butanamide



(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide are thus obtained in the form of an
orange-coloured oil. Tgeog%%ectrum was performe%%;y electron impact (7&%%%7:5@99 M; m/z =
282 O6H73N302"; m/z = iISH73N302', m/z =212 "I5 C12H I N30" m/z = i"N-[6-(furan-3
-yll-1H-indazol-3-yllbutanamide 1.95 cm3 of tetrabutylammonium fluoride as a 1M solution in
tetrahydrofuran are added to 120 mg of N-[6-(furan-3-yl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-

indazol3-yl]butanamide, described previously, in 5 cm3 of tetrahydrofuran. The 20 reaction medium is
heated at about 66C for 17 hours. The heating is then stopped and 50 cm3 of ethyl acetate are added.
This mixture is wasHE8 W&W%Ut&?ﬁé‘@ft%t%h‘ﬂﬁ@@%ﬁ@@@%@dmﬁW%ﬁéﬂo@dfbg%@%%ﬂion and then
with 50 cm3 of satufededractdEioisls0H B bitatictdep| dksmibét eppegimoityphias Exanasied2dyein magnesium
sulphate, fitered thraygha sinter, ynnel 3d pyaparis upder rediced 25 presure. (34 S0C). The
residue is purified by chromatography under an argon pressuré o a, on a column of Silica gel
(particle size 40-60 phebaihiRSteORes i) halistinBaVtPketyl ceetriesey dRepxahd tBted ovBip @Rime) and

collecting 15 cm3 frafiang, The feasiignsreaniainifie thegurestetharodipbaiecomiinesiaag evaporated
under reduced pressure (2 kPa; 50C). The residug is taken up in 10cm3 of WO 03/078403 66

PCT/FR03/00752 i8R S AOTH LR IR SRR S FEPRHB I RO H G REIRStBRRE. TRR:r dirying
(90 Pa; 50C), 35 mgrebNotESrifuers- R yikd bt iodazl Bl tanaptiderinothwioprogyt anehitetsolid melting

at 195C. 1H NMR spectru 00 A4CD3)2S0-d6, S in - 0.9 road t JJ =./.5Hz: 5 3H); 1.68
(it 2y 230 (1. A0 BPS Ak A o o pre A iR nbdamie o,
7.70 to 7.85 (mt: 2Hystip abtaaeddnthe)form 2ban asheecnied esbsakidrnpting 8 2¢0iresolved peak: 1H).
EXAMPLE 32

10  1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (t, J= 7.5Hz: 3H); 1.69
(mt: 2H); 2.45 (t, J = 7.5Hz: 2H); 9.05 (s: 1H); 11.06 (unresolved peak: 1H); 14.04
(unresolved peak: 1H).

EXAMPLE 29

N 6-br omo-7-nitro-1H-indazol-3-yl]butanamide

15 235 mg of nitronium tetrafluoroborate are added in a single portion to 500 mg of N-
[6-bromo-1H-indazol-3-yl]butanamide, described previousy in Example 24, in
25cm?® of acetonitrile, cooled to about 3°C. The mixture is maintained at about 3°C
for 1hour and the resulting mixture is then alowed to returnto about 19°C over
14 hours. 15cm® of ethyl acetate and 15cm® of distilled water are added to the

20  reaction medium. The medium is then evaporated under reduced pressure (2 kPg;
40°C) and the residue is taken up in 20cm® of dichloromethane. The insoluble
material is filtered off and washed with 20 cm® of diisopropyl ether. The residue is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gel (particle size 40-60 um; diameter 3.5cm), eluting with ethyl acetate/cyclohexane

25 (30/70 by volume) and collecting 35cm® fractions. The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C).
After drying (90Pa; 50°C), 30mg of N-[6-bromo-7-nitro-1H-indazol-3
yl]butanamide are thus dotained in the form of a white product melting at 248°C.



N-[6-[4-(uhenvlmethoxv)uhenvlI -I-[[2-(trimethylsilvl)ethoxvime thyll-1H- 10 indazol-3-yllbutanamide 930 mg
of 4-benzyloxyphen é , 1.24 g of caesium flugilde 13 mg of pallad_;&r:]:r/ @%@5‘8@9" finally 31
mg of 2-dicyclohexy hosp ine- -(N N- dimethylamino)biphenyl are added to 17§ of oro- 1-[[ 2-
(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide, described previously in 15 Example 25, in
30cm3 of dioxane. The mixture is then heated at about 100C for 5 hours. The mixture is then allowed to
return to about 19C and is then filtered through a sinter funnel and evaporated under reduced pressure

(2 kPa; 50C). The re5|due Is rinsed with 50 cm3 of tetrahydrofuran and 50cma3 of distilled water. The
resulting residue is tarEHVIP SPEEHOEREB Mty (Gleeste; d0e AP Br i & & wWatd ot 3D 5063 of

saturated aqueous qmimn)cd%Qe selutionzTbe)orosniGrRadse B=Hgeg: oMer sNEOREIETDELIphate,
filtered through a sin | and then e 0 ter]cri? g ducecl| re ynder the conditions
described prevrousl;}ﬁhaelgraime&?g%ﬂ L%% 56%5@%%? ‘%8%8#&51 n pressure of 50 kPa, on
a column of silica gel (particle size 40-60 pm; dlameter 3.5cm), eluting with a cyclohexane/ethyl acetate
mixture 25 (80/20 byeddMiBhE=89 collecting 35 cm3 fractions. The fractions containing the expected
product are combined and evaporated under reduced pressure (2 kPa; 50C). 1.2 g of

N-[6-[4-(phenylmethrXy y , @tleyl]-1H- indazol3-yllbutanamide are thus
obtained in the form of an orange-coloured 0|I WO 03/078403 67 PCT/FR03/00752 1H NMR spectrum

(300 MHz, (CD3)2SBngncctiie pumigati Sh @y @r&h&o@r&i’n&%@%ﬁpﬂai@dﬁ@dﬁaﬁb&& ditesduirelob Hz: 3H);
168 (mt: 2H); 2.42 (broad t, J = 7Hz: 2H). 357 (broad i, J.= 8Hz: 2 gmq 1 (s: 2H); 573é{ﬂ2H) 7.16 (d,

J = 8.5 Hz: 2H): fromOF% 98 2 S4MR: Oﬁﬁi"?é Pé%‘deoséef‘gf%% 3P S €609 21): from
5 7.85 to 7.95 (mt: Aijh Ehyleearespiictepaal L H) bw\r@qma)phemﬁimmm)myﬁded The

gd'(;‘ggzo' -3-ylibutangmyde 140 @ iRLapavamaRyupe IHoBHRASE dMpSAL ARdE eliaiydrofuran are
10  pressure (2 kPa; 50°C). After drying (90Pa; 50°C), 10mg of N-[6-bromo-5-nitro-1H-
indazo} 3-yl]butanamide are thus obtained in the form of a white product melting at
259°C.

IH NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.96 (t, J= 7.5Hz: 3H); 1.69
(mt: 2H); 2.43 (t, J= 7.5Hz: 2H); 7.95 (s. 1H); 8.81 (s: 1H); 10.80 (unresolved peak:
15  1H); from 12.70 to 13.70 (broad unresolved peak: 1H).

EXAMPLE 31

N {6-(furan-3-yI)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-
yl]butanamide

457 mg of furan3-boronic acid, 1.24 g of caesium fluoride, 13 mg of palladium
20 acetate and finally 31lmg of 2-dicyclohexylphosphine-2-(N,N-
dimethylamino)biphenyl ae added to 1 g of N{6-chlorol{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide, described previoudy in
Example 25, in 30cm® of dioxane. The mixture is then heated at about 100°C for
23 hours. A further 457 mg of furan-3-boronic acid, 1.24 g of caesium fluoride,
25 13mg of palladium acetate and finaly 31 mg of 2dicyclohexylphosphine-2-(N,N-
dimethylamino)biphenyl are added and refluxing is continued for 7 hours. The

mixture is then adlowed to return to about 19°C over 16 hours and then filtered



to 1.2 g of N-[6-[4-(phenyknethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide,
described previously, i f tetrahydrofuran. The 10 reaction medium i ut 66C for 17
hours. The heating ?(évtﬁg’n?s opp:gd and 75 cm3 of ethyl'acetate are added. Tﬁé?zﬁx%:’?g?g\%vashed with
50 cm3 of saturated aqueous sodium hydrogen carbonate solution and then with 50 cm3 of saturated
aqueous sodium chloride solution. The organic phase is dried over magnesium sulphate, filtered through
a sinter funnel and evaporated under reduced 15 pressure (2 kPa; 50C). The residue is purified by
chromatography under an argon pressure of 50kPa, on a column of silica gel (particle size 40-60 pm;
diameter 3.5 cm), eitHHEN AL BFEIBHERE AR BMIP BSth {80 /oL BS\ BIBRHES é?]gp@é)ﬁsgéﬁhg-r%cm?,
fractions. The fractiossdientaiinisgl thitre Spestédfpradihgtiaferao mairstad df elaplethtedanntes reduced
pressure (2kPa; 50C). The residue. is taken up i 2x2cm3 2Q of diisopropyl ether. This mixture is filtered
through a ainer untEHU B HAhgRaD P SO B Rrparm DSch 6 il Wt
N-[6-[4-(phenylmethbig st Ipresk ivdkizs ey Magresamidd phathef itereddhepyghiressdtdfmering at 220C.
1H NMR spectrgm (300 ME7. 4eBSOcrferS iB1008) pledBrdraatht, 38 ToidioR cbfBdnt: 2H); 2.41
(t, J =7Hz: 2H); 5.20 (s; 2H); 7.15 (d, J =.8.5Hz; 2H); 25 from 7.30 to 7.50 (mt: 3H); 7.33 (broad d, J =
9Hz: 1H); 7.51 (brodtie!¥y7 Eig el i3 Bty SHPMAPEAY, Yndes anBIdHY e @, J = oHz:
1H); 10.31 (unresolseémeak:dtd)uhn. 67 4L caerdlieeti peaksd 4604V Alam@ar \8/Och3/@Idd3 68 N -[ 6
-(4-hvdroxvuhenvl) -1. H-in da z of-3 -vl | hu tanami de PCT/FRQ3/00752 0.15 ¢ f iodgtrimethylsilane
and then 5cm3 of te\f\rll'i_I y%%ﬁlég%x%r}%)%r&ﬁe%?{;a?ez n%lugrejg({)lﬁony volurme) and Cg?%&' g %gcm
N-[6-[4-(phenylmethos&t pheeiyig-Tertinaacentsynp tiasxperrs! rieddetsse cprbinedsyd RYyapg &3 of
acetonitrile, anghthe jpgdiumdsgatsdal,aboul@2C eie hoigmd-bp CRa3@fripdeuipetyisilane is
added and heating is continued for 17 hours. The reaction medium is then evaporated to dryness under
reduced pressure (trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide are thus obtained in the

form of an orange-coloured ail.
The mass spectrum was performed by electron impact (70eV)

El m/z = 399 M; m/z = 282 GeHidNO2"; m/z = 271 CsH1NO2", m/z = 212
15  CpH1oN3O" m/z =73 CHqSi'

N 6-(furan-3-vl)-1H-indazol-3-vl]butanamide

1.95cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 120mg of N-[6-(furan-3-yl)-1-[[2 (trimethylsilyl)ethoxy]methyl]-1H-
indazok 3-yl]butanamide, described previously, in 5cm® of tetrahydrofuran. The
20  reaction medium is heated at about 66°C for 17 hours. The heating is then stopped
and 50cm® of ethyl acetate are added. This mixture is washed with 50 cm® of
saturated agueous sodium hydrogen carbonate solution and then with 50 cm® of
saturated agueous sodium chloride solution. The organic phase is dried over
magnesium sulphate, filtered through a sinter funnel and evaporated under reduced
25  pressure (2kPa; 50°C). The residue is purified by chromatography under an argon
pressure of 50 kPa, on a column of silicagel (particle size 40-60 pum; diameter 2.cm),
eluting with ethyl acetate/cyclohexane (30/70 by volume) and collecting 15cm®
fractions. The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C). The residue is taken up in 10cm® of



(2 kPa; 40C). The residue is taken up in 75 cm3 of ethyl acetate, and this mixture is then washed with
2x50 cm3 of saturat odium sulphate solutign. and with 50 cm3 of ium chloride
solution. The organig\%ﬁgﬁs@%@ged over 10 magnesiur?é%sulphate, filtered an&?ﬁt%%tgg@?g ed under
reduced pressure (2 kPa; 45C). The residue is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 1.5cm), eluting with ethyl acetate and
collecting 30 cm3 fractions. The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50C). The residue is 15 washed with 3x5cm3 of diisopropyl ether. It is
filtered off on a sintet ARRDASHEaRBISERIAP T Pigr HgBPUBHR sgf5unnel to give, after drying
N-[6-(4-hydroxypherigt) P4 Honda 3Ry of jkLteuiianaise- el Hiisdabobdredbintaharickmnaha fietmtefsolid melting
at about 235C. 1H NMR speg¢trum, (300 (CD3)2S0-d6, S in ppm): 0.98 (broad t, J = 7.5Hz: 3H);
1.68 (mt: 2H); 2.40 &,Vﬂ"'zfse??%ﬁé@e'zﬁanﬁ %.“Sﬁ%&- J = 8.5 Hz: 2H): 7.29 (broad d, J 20 =9 Hz: 1H); 7.51
(broad s: 1H); 7.55 g J =8.5Hz: 2H); 7.80 (d, J = 9Hz: 1H); 9.56 (broad s: 1H); 12.29 (unresolved peak:
1H). EXAMPLE 34 NHeHR ey 3% MiBeliZenanidle 169 Brm) of- BB iRsAchidfé'ddded to 1 g

olfI GChlgrO-lH-inéaZOéerﬁ-@@é%'tn 28y, oo gfﬂdoyrieirmﬂ)@qodﬁqm@@umﬁ-gm(ge@@tianmgii m is
allowed to return to ut 191 er 12 hours.and is e rated un reduced pres 2 kPa;
50C). The residue isstaﬁe#ﬁr)c%%éé”co Sotfllgt)n)ﬂoa@é}t’ ﬁg%zggﬁh%gif%%iﬂﬁéaagw%tgﬁ?’r@éﬁgrganic
phase is washed witltur2&scives! péakstitigdld&PguardoRed peadofiMyO 03/078403 69 PCT/FR03/00752
saturated aqueous sodium chloride solution. The resulting solution is dried over magnesium sulphate,

filtered through a sirgsrfinmekapd then evaporated under reduced pressure (2kPa; 50C). The residue is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica gel (patrticle size

40-60m; diameter 5 ﬁ@)ztﬁlﬂgﬂﬂ WER& 8'@':‘8@”1%2 Eﬁ’%ﬁ’ﬂ@ﬁh &\%tg@ ggt%uﬂ by volume) and

10 indazol-3-yllbutanamide

930 mg of 4-benzyloxyphenylboronic acid, 1.24 g of caesium fluoride, 13 mg of
palladium acetate and finaly 31mg of 2-dicyclohexylphosphine2-(N,N-
dimethylamino)biphenyl ae added to 1 g of N-6chlorol{[2
(trimethylsily I)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide, described previoudy in
15 Example 25, in 30 cm® of dioxane. The mixture is then heated at about 100°C for
5 hours. The mixture is then allowed to return to about 19°C and is then filtered
through a sinter funnel and evaporated under reduced pressure (2 kPa; 50°C). The
residue is rinsed with 50 cm® of tetrahydrofuran and 50cm® of distilled water. The
resulting residue is taken up in 150cm?® of ethyl acetate, 50cm?® of distilled water and
20 50cm’® of saturated agueous sodium chloride solution. The organic phase is dried
over magnesium sulphate, filtered through a sinter funnel and then evaporated under
reduced pressure under the conditions described previously. The residue is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture
25 (80/20 by volume) and collecting 35cm® fractions. The fractions containing the
expected product are combined and evapaated under reduced pressure (2 kPa; 50°C).
1.2 g of N-[6-[4-(phenylmethoxy)phenyl]-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-

indazol 3-yl]butanamide are thus obtained in the form of an orange-coloured ail.



collecting 15 cm3 fractions. The fractions containing the expected product are combined and evaporated
under reduced pres  50C). After drying (90Pa,, 45C), 990 mg of

N-[6-ch|oro-1H-inda§%§éy E%}ggenamide are obtained ??17the form of a white Ig(o:ﬂ-é':rﬁg lIP]%?g.% 188C. 10 1H
NMR spectrum (300 MHz, (CD3)2S0O-d6, S in ppm): 7.13 (dd, J = 9 and 1.5Hz: 1H); from 7.50 to 7.70
(mt: 3H); 7.59 (broad s: 1H); 7.82 (d, J = 9Hz: 1H); 8.10 (broad d, J = 7.5 Hz: 2H); 10.88 (unresolved
peak: 1H); 12.95 (unresolved peak: 1H). EXAMPLE 35

N-[6-(3,5-dif|uoroph%?gl)-lé[z-(trimeth Isilv)ethoxylmethyl]-1H-indazol-3- 15 viibutanamide 645 mg of
3,4- difluorophenylboibNd BSRECT YR G irPlednd; d3nRgnel A ERUAT L QB3P finally 31 mg
of 2-dicyclohexylphakplanie: 24N, Dol etkyraamnopbip ess/\ate 2xidedizadraad t, N-ES o apt) 1-[[ 2-
(trimethylsilyl)ethox []-1H-indazol-3- .I% namid ,g,gsp jhed previously in 20 Example 25, in
30cm3 of dioxane. ?&EE&%&? i‘%_tggg%wzheﬁa e %Jlagsb%lli% ?ogrﬁi’sﬁg’eﬁs.h{rh%gnkﬁ%tur I:s]c Aldwed to
return to about 19C &R@ th&rpdiliexedHdirdadHaodimed kil zaki b vapblatdd hidzrddlickenpressure
(2kPa; 50C). The reﬂ@yg\oi?_g@#ﬁﬁ A ind 2 biolypeketaig and 50 cm3 of distilled water. The
insoluble material is filtered off on a sinter funnel The organic phase is dried over magnesium 25
sulphate, filtered throug i ) er reducc?d pressure under the
conditions described , g Zroghaphy= under an argon pressure of
50 kPa, on a column of silica gel (particle size 4{}-@? m; diameter 3.5 cm), eluting with a

cyclohexane/ethyl adéfite PhictFTEMPHNITH] e gha BYIRHIHY 38 EHAEH IR ¢ REded ctions
containing the expegterlnyofiMct &2 {erBeifd4 PP RENRICIF FPREAH:N A pyatixgthand levaporated
under reduced pressur Py 1.1 g of N-[6-(3,5- . 3
dituorophemy1- 2 ey Rt S sty 30 0m of e amargfren T8 o form of
an orange -colb@redesttion medium is heated at about 66°C for 17 hours. The heating is then stopped

and 75cm® of ethyl acetate are added. This mixture is washed with 50 cm® of

saturated agueous sodium hydrogen carbonate solution and then with 50 cm® of

saturated agueous sodium chloride solution. The organic phase is dried over
magnesium sulphate, filtered through a sinter funnel and evaporated under reduced

15 pressure (2kPa; 50°C). The residue is purified by chromatography under an argon
pressure of 50kPa, on a column of slica gel (particle size 4060 um; diameter
3.5cm), euting with cyclohexane/ethyl acetate (80/20 by volume) and collecting
30cm® fractions. The fractions containing the expected product are combined and
evaporated under reduced pressure (2kPa; 50°C). The residue is taken up in 2x2cm®

20  of diisopropyl ether. This mixture is filtered through a sinter funnel to give, after
drying (90 Pa; 50°C), 220mg of N-[6-[4(phenylmethoxy)phenyl]-1H-indazol-3-
yl]butanamide in the form of awhite solid melting at 220°C.

14 NMR spectrum (300 MHz, (CD3);SO-d6, d in ppm): 1.00 (broad t, J = 7.5Hz:
3H); 1.69 (mt: 2H); 2.41 (t, J = MHz: 2H); 5.20 (s 2H); 7.15 (d, J = 8.5Hz: 2H);

25 from 7.30 to 7.50 (mt: 3H); 7.33 (broad d, J = 9Hz: 1H); 7.51 (broad d, J = 7.5Hz:
2H); 7.57 (broad s 1H); 7.68 (d, J = 85Hz: 2H); 7.83 (d, J = 9z 1H); 10.31
(unresolved peak: 1H); 12.64 (unresolved peak: H).

EXAMPLE 33



1H NMR spectrum (400 MHz, (CD3)2S0-d6, d in ppm): - 0.08 (s: 9H); 0.85 (t, J = 5 8 Hz: 2H); 0.98 (t, J

= 7.5 Hz: 3H); 1.70 W ga.y ; é? (t, J = 7.5Hz: 2H); 3. S%t, J=8Hz: 2H); 5.7 (;, ; ;,Jsi(it, J=9and
2Hz: 1H); 7.55 (dd, :b aré’é Z: 1H); 7.59 (mt: 2H); 7.95 (d, J = 9Hz: 1H); gci '(%b!ré)lggos: H); 10.53
(unresolved peak: | H). N-[6-(3.5-difluoronhenyl)-1 H-indazol3-vilbutanamide 10 14cm3 of
tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added to 1.1 g of
N-[6-(3,5-difluorophenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide, described
previously, in 30 cm3 of tetrah drofuran The reactlon medlum is heated at about 66C for 18 hours. The
heating is then stoppet=& £ Lot cgeledIhis mixture is washed with 2x50 cm3
of 15 saturated aqueous sodlum hydrogen carbonate solutlon and then with 50 cm3 of saturated
agqueous sodium chI@ﬂiﬁéfﬁolg‘hOﬂdm@@ﬁg@h@ﬁwﬁ’aéet@dﬁew%\@r tetrabyrsefurans arphadeediltered through

a sinter funnel and exRAAEAIRANIRSIES (SRHEREL: N Eﬁé}né&g&g%ﬁ%ﬁ%%és Aayigdby

chromatography under an argon ;Jres sure o1 50k on'a column of silica ge ?(Taartlcle size 40-60 pm;

diameter 20 3.5 cm)p@ﬁﬂ%ywifh 9&8h8§eﬂ?@9@?ﬁ9|ea@é‘fa@e(émﬁ%9%m P U &g 35 cm3
fractions. The fnactlmﬁoumtalmmgﬁ%efemmteﬁbwmélwbare anfebiaad! hedingvaposatiedadnégr reduced

pressure (2kPa; 50(‘1)7 H’he re%dugag taken l[IJPnIn %ﬁ(S cm o(%%ﬁd'tc‘()@m%l etnjer Thlsemgfgée is filtered

through a sinter funnel And dried ander reduce pressur 0 give e 340
N[6-(3,5-difluorophe{3fRaH0XG) |ﬁdfa1@®y¢]tﬁjtd¢mmtd@ irFbtere ok iyl aqﬁme%@htﬁummwwszaoc 1H

NMR spectrum (S003dkigabhdd 37?9466 o' Braithar e dbodssdditim Xbbiked Sollibredii it (4 J = 7Hz:
2H); 7.27 (tt, J = 9 and 2I-3|z TH): 7.437(dd, J = 9 and 2Hz; 1H);. 7.52 (mt: 2H); 7.76 (broad s: 1H); 7.90 (d,

3= 9Hz: 1H); 10.37 S friFesehvatHpek: Sﬁ?ﬂ!)‘”lf@@”@)%%’&‘ﬂﬂ?eg&@eﬂ%@éﬁ( p'l‘f*?? Wdrt@c%ﬁos 71

EXAMPLE 36 RCT/hBGaO0NR58ulphate, filtered and then evaporated under reduced pressure (2 kPa;
45°C). The residue is purified by chromatography under an argon pressure of 50 kPa,

on a column of silicagel (particle size 40-60 um; diameter 1.5cm), eluting with ethyl
acetate and collecting 30 cm?® fractions. The fractions cortaining the expected product
are combined and evaporated under reduced pressure (2kPa; 50°C). The residue is
15  washed with 3x5cm?® of diisopropyl ether. It is filtered off on a sinter funnel and,
after drying (90 P 40°C), 100 mg of N-[6-(4-hydroxyphenyl)]-1H-indazol-3-
yl]butanamide are thus obtained in the form of a white solid melting at about 235°C.

1H NMR spectrum (300 MHz, (CD3):S0-d6, d in ppm): 0.98 (broad t, J = 7.5Hz:
3H); 1.68 (mt: 2H); 2.40 (t, J = 7.5Hz: 2H); 6.88 (d, J= 8.5Hz: 2H); 7.29 (broad d, J

20 =9Hz 1H); 7.51 (broad s: 1H); 7.55 (d, J= 8.5Hz: 2H); 7.80 (d, J = 9Hz: 1H); 9.56
(broad s: 1H); 12.29 (unresolved peak: 1H).

EXAMPLE 34

N 6-chlor 0-1H -indazol3-yl]benzenamide

0.69cm® of benzoyl chloride is added to 1 g of 6chloro-1H-indazole-3-amine in
25  15cm’ of pyridine, cooled to about 3°C. The reaction medium is allowed to return to
about 19°C over 12 hours and is then evaporated under reduced pressure (2 kPg;
50°C). The residue is taken up in 25cm® of ethyl acetate and 25 cm® of distilled
water. The organic phase is washed with 25cm® of distilled water and 25 cm® of



N-[6-(3-thionhenyl)-1-[[2-(trimethylsilyl)ethoxylmethyll-1H-indazol-3-vll butanamide 522 mg of
3-thienylboronic aqu{ %Wesium fluoride, 13 mg Qf palladium 5 aceta ﬁ({éﬂgé f% mg of
2-dicyclohexylphosphine-2- dimethylamino)biphenyl-are added to 1 g of chloro-
(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide, described previously in Example 25, in 30cm3
of dioxane. The mixture is then heated at about 100C for 2 hours. 31 mg of

2-dicyclohexylphosphine-2-(N,N-dimethylamino)biphenyl and 10 13 mg of palladium acetate are added

and the mixture is refluxed for 17 hours. The mixture is then allowed to return to about 19C and then

filtered through a sirfSH #FINAIUENE PBAHS S 4G St 4R8 EFURTY SPHNaNdS WARdr W& added. The

insoluble material isrfiigmesiuoif @mpassintinéisneiroliol argarsc plmeleziﬁcdltlwh aveporaiggn@siam sulphate,

filtered through a sm r fu nel and g} \é%pg d undder 15 re gi Rressure un er th he conditions
Ky o X

described prewously r%seasue | chromatt oeg'fsa% y un rcgrnorg%o é{ssure 8f'50 kPa, on

a column of silica géﬂpﬁrﬂ@l@@ﬁ 4060, o adielivencef 45 ey cle(palitig vitreAicdliome diamesiethy | acetate
mixture (90/10 by vglém)e)eﬂ@mé:q»ﬁﬁtlggjﬁggm%ﬁ%%ﬂ'%ﬁrmtg@ algyngom%e?%cted product

are combined and eva[)orated under reduced pressure (2 kPa; 50C). 20

m
N-[6-(3-thiophenyl)-£9 m%émnﬁmﬁ@hwqpﬁw&%@% B%t&ﬁ%ﬁ??ﬁﬁje BBt &iSed in the
form of a yellow oil. d@hNh&&Mmmd@@QdWZed@&Bﬁé@fd@m POT0); ARDBIENGKDOPB5 (1, J = 8

gli) 2? 2350(33 (.tl - 8 éﬁdﬁgéﬁ?zc’ Oifﬁﬁ [(g ‘?%%02%5'@42 25’%(9%?% éb?ﬂ]z ﬂﬂﬁ%%4 (t5 Z : (ZSHZ:

1H): 8.02 (broad s: PHviota sofishmebionget 1§%z§k | H). N-[6-(3-thiouhenvl)-1H-indazol-3-vllbutanamide
WO 03/078403 72 PCT/FR03/00752 8.2cm3 of tetrabutylammonium fluoride as a 1M solution in

tetrahydrofuran@re 1H NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): 7.13 (dd, J = 9 and 1.5Hz:
1H); from 7.50 to 7.70 (mt: 3H); 7.59 (broad s 1H); 7.82 (d, J = 9Hz: 1H); 8.10
(broad d, J= 7.5Hz: 2H); 10.88 (unresolved peak: 1H); 12.95 (unresolved pesk: 1H).

EXAMPLE 35

N 6-(3,5-difluor ophenyl)-1[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-
15 yl]butanamide

645 mg of 3,4difluorophenylboronic acid, 1.24 g of caesium fluoride, 13 mg of
palladium acetate and finaly 31mg of 2-dicyclohexylphosphine 2-(N,N-
dimethylamino)biphenyl ae added to 1 g of N-6chlorol{[2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide, described previously in
20  Example 25, in 30cm® of dioxane. The mixture is then heated at about 100°C for
17 hours. The mixture is alowed to return to about 19°C and then filtered through a
sinter funnel and evaporated under reduced pressure (2kPa; 50°C). The residue is
taken up in 75cm® of ethyl acetate and 50 cm® of distilled water. The insoluble
material is filtered off on a sinter funnel The organic phase is dried over magnesium
25 sulphate, filtered through a sinter funnel and then evaporated under reduced pressure
under the conditions described previously. The residue is purified by chromatography
under an argon pressure of 50kPa, on a column of silica gd (particle size 4060 um;
diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture (80/20 by volume)

and collecting 35cm? fractions. The fractions containing the expected product are



added to 570mg of N-[6-(3-thiophenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide,

described previously, i O?% f tetrahydrofuran. The_teaction medium is 9}&266C for 18
hours. The heating ?(évtﬁegﬁs opp:gd 5 and 75 cm3 of eth37/ acetate are added. ?ﬁ:/%ﬁ)é u?e iS'washed with

2x50 cm3 of saturated aqueous sodium hydrogen carbonate solution and then with 50 cm3 of saturated
aqueous sodium chloride solution. The organic phase is dried over magnesium sulphate, filtered through
a sinter funnel and evaporated under reduced pressure (2 kPa; 50C). The residue is purified by
chromatography under an argon 10 pressure of 50 kPa, on a column of silica gel (particle size 40-60m;

diameter 2.5 cm), efHTHRYFHAE)RYBPRIASHE/RYRY ettt @ B5B140(B Y RRbIathE): dnti €6l ELiR§>S0cm3

fractions. The fractiah$uoesiasnytlg 1€ practadsitydethokayecoytibirbithaacevwijinrtatechidedes reduced
pressure (2kPa; 50C0}j grrlle riﬁ%%%gris ?ke% YR ien_ CZO 5ucrg(1j3 in diisopropyl ether. This mixture is filtered
through a sinter funne} ar‘lag evaporaq]e 78 URdE R ucedop'ressure (2 kPa; 40C) to give, after drying (90
Pa; 50C), 260 mg of N&g/—kg,-thiophenyl -1H-indazo|-3-él] butanamide in_the form of a white solid melting

at about 198C. 1H SherumBeaIME 12468 5, SN PRy ©%e(§, Atk 9-85HL-J3F1): 1.60 (mt:
2H); 2.40 (t, J =57 H3::2pH)j; 4D0fof0ad: o, IHz93HY: 1.7) (formH);604® (7. 35 (NeH2022ht) 3.69 @, (broad s: 1H);
7.82 (d, J = 9Hz: 1H); 5 ,Jd53a . *1H); 10.3 nresalv : 1H); 12.66 (broad
unresolved peak: 1H). A%Lég?(ﬁ%jti%g%gftmn_déz%qé-é/,ﬁ-zzilh?—%p%%%)g@éfta#ﬁi e%%%§m3 of
2-thiopheneacetyl cAldYideSs tadeti)o 1.9 ¢f.6JchiBrbz1 HH)h@atzb(braad 25 Hmiirld.mB 18neead ustipyridine,

cooled to about 3 CLhe {aaction medium is allowed to return to about 19C over 21 hours and is then
evaporated under reduced pressure (2 kPa; 50C). The residue is taken up in 25 cm3 of ethyl acetate, 10

cm3 of tetrahydrofu 25 cm3 of distilled water. The prganic phase is washed with 25 cm3 of
distilled water and 25¢tm ST e SRl amPeion.WO 03/078403 73

10  14cm?® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added
to 11 g of N-[6(3,5difluorophenyl)-1-[[2(trimethylsilyl)ethoxy]methyl]-1H-
indazol 3-yl]butanamide, described previously, in 30 cm® of tetrahydrofuran. The
reaction medium is heated at about 66°C for 18 hours. The heating is then stopped
and 100 cm® of ethyl acetate are added. This mixture is washed with 2x50 cm® of

15 saturated agueous sodium hydrogen carbonate solution and then with 50 cm?® of
saturated agueous sodium chloride solution. The organic phase is dried over
magnesium sulphate, filtered through a sinter funnel and evaporated under reduced
pressure (2 kPa; 50°C). The residue is purified by chromatography under an argon
pressure of 50kPa, on a column of slica gel (particle size 4060 um; diameter

20 3.5cm), duting with cyclohexane/ethyl acetate (60/40 by volume) and collecting
35cm?® fractions. The fractions containing the expected product are combined and
evaporated under reduced pressure (2kPa; 50°C). The residue is taken up in 2x5¢cm®
of diisopropyl ether. This mixture is filtered through a sinter funnel and dried under
reduced pressure (90Pa; 50°C) to give 340mg of N[6-(3,5 difluorophenyl)-1H-

25  indazol 3-yl]butanamide in the form of a white solid melting at 260°C.

IH NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 1.00 (t, J = 7Hz: 3H); 1.70
(mt: 2H); 2.42 (t, J = 7Hz: 2H); 7.27 (tt, J = 9 and 2Hz 1H); 7.43 (dd, J = 9 and
2Hz: 1H); 752 (mt: 2H); 7.76 (broad s 1H); 7.90 (d, J = 9Hz: 1H); 10.37
(unresolved peak: 1H); 12.83 (broad unresolved peak: 1H).



PCT/FR03/00752 The resulting solution is dried over magnesium sulphate, filtered on a sinter funnel,
rinsed with 5cm3 of Q ?1 amlde and then evaporated under reduced BESSHES dfﬁx 50C). The
residue is purified by chromatography under an argon pressure of 50 kPa, on a column of Silica gel
(particle size 4(-60 pm; diameter 4cm), eluting 5 with a dichloromethane/methanol mixture (99/1 by
volume) and collecting 15 cm3 fractions. The fractions containing the expected product are combined
and evaporated under reduced pressure (2kPa; 50C). After drying (90Pa; 45C), 210mg of N-[6-
chloro-IH-indazol-3-yl]-2-thiophenacetamide are obtained in the form of a white solid melting at 210C. 10
1H NMR spectrum (ﬁiﬁ(&Mﬁhﬁ@Js)zso d6, S in ppm): 3.99 (s: 2H); from 6.95 to 7.10(mt; 2H); 7.09 (dd,
J=9and 2Hz: 1H); 7.43 (dd, J = 5 and 1.5 Hz 1H) 7. 53 (d, J 2Hz 1H) 7 82 (d J= 9Hz 1H); 10.76
(unresolved peak: 1N 3 BNt reehiolvl Silieb ¥ ik H FIAROES -§
N-[5-[[(3-fluoropheny)sul M}ng]amlno] 1H- mdazol 3- yI]benzamlde
N-[5-[[(3-Fluorophenyl)sulphonyllamino]-1H-indazol-3-yl]benzamide may be obtained from 0.45 g of

N-(5-.amino-1H-indaF€?%(%a/l pe\;}%aml e 10é:rgc2|’>do pﬂldln ﬁ%%‘jgfﬁ@“ 31§uor003é)aﬂ s%phonyl

chloride. 0.6 g of N uorop ny su phonyl Amino enzami us obtained in
the 20 form of sbwhitsasakd medtidg at B8 (Anaysig C200f-|15 QNWW@MR‘SWUH@%&(T@:WS.SS, H:

3.68, F: 4.63, N: 13. &ﬁné@nﬁé@ﬁoﬁi Ké?l}l % fpund £4i98.3§, H: .42 N: J3.56; & dnitdd1-HANMR (300
MHz, (CD3)2S0-d6, S in 7) T(3) 9 and 2Hz: 1H? 7.39 (d, J = 9Hz: 1H); from 7.40 to 7.70 (mt:

7H); 7.42 ((broad s: @i Ed?Pé‘&%a%P()ﬂ]'Uahy%]#'SWQQZ%ﬁ)Y 1@@63{15'%&%@8%8"5@%( H); 10.72
(broad s: 1H); 12. 77E(>kamplé 95, liH BN GB/QIRARS TARGITIrR SRV héated at about 100°C for

2hours. 31mg of 2-dicyclohexylphosphine 2-(N,N-dimethylamino)biphenyl and
10 13mg of paladium acetate are added and the mixture is refluxed for 17 hours. The
mixture is then alowed to return to about 19°C and then filtered through a sinter
funnel, and 75cm® of ethyl acetate and 50 cm® of distilled water are added. The

insoluble materia is filtered off on a sinter funnel. The organic phase is dried over
magnesium sulphate, filtered through a sinter funnel and then evaporated under
15  reduced pressure under the conditions described previously. The residueis purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 4.5cm), eluting with a cyclohexane/ethyl acetate mixture
(90/10 by volume) and collecting 50cm® fractions. The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C).
20 570mg of N-[6-(3-thiophenyl)-1-[[2(trimethylsilyl)ethoxy]methyl]-1H-indazol-3

yl]butanamide are obtained in the form of a yellow ail.

IH NMR spectrum (300 MHz, (CD2),SO-d6, d in ppm): - 0.08 (s: 9H); 0.85 (t, J =
8 Hz 2H); 0.99 (t, J = 7.5Hz: 3H); 1.69 (mt: 2H); 2.42 (t, J = 7.5Hz; 2H); 3.58 (t, J
= 8Hz: 2H); 5.72 (s: 2H); 7.55 (dd, J = 8.5 and 1.5Hz: 1H); 7.71 (d, J = 2Hz: 2H);

25 7.88(d, J=8.5Hz: 1H); 8.00 (t, J= 2 Hz: 1H); 8.02 (broad s. 1H); 10.45 (unresolved
peak: 1H).

N - 6-(3-thiophenyl)-1H-indazol-3-yl]butanamide




N-(5-Amino-1H-indazol-3-yl)benzamide may be obtained from 0.6 g of N-(5-nitro-

1H-indazol-3-yl)ben I 3 of ethanol, 4.2 g of ferrous sulphate, 6.6 d 5.1cm3 of
R g RS et

32% aqueous ammonia. N(5-amino-1H-indazol-3- yl)benzamide is thus o e form of a
yellow powder melting at 116C. 5 N-(5-Nitro-1H-indazol-3-yl)benzamide may be obtained in the following
manner: 0.39 cm3 of benzoyl chloride is added dropwise to a solution of 0.6 g of 5-nitro- IH- indazole

-3-amine and 5 cm3 of pyridine, cooled to OC. The medium is returned to a temperature in the region of
20C and stirred for 18 hours. After addition of 20 cm3 of distilled water, the medium is extracted with 20

cm3 and 10cm3 of A cEfater Y FIBRIHT Pridss Zé st ut EBFRAREAR Hn sulphate,
filtered and concentided Iy &vapayatd N[&lEd-treoeed! pregute mEty| e gljkeolylimabyéined is purified

by chromatography on ao%lg)(ﬁr@ 9f silica with a,géahlorome hane/%eé%a_noc?l t&}%ﬁure $9/1 t%é/olume) as

eluent. 0.9 g of N-(5-rr]1| ro- da2oT- -(f/l) erizamide s thus obtaingd in the fo r%r% 5ann'orange -coloured

solid melting at 231 E2clSrEXEIPLE BeptR[et (2N afyletiay|-18 flousrirtaerting) st iasoy mospedt|
1H-indazol-3-yl DUARAEISE 27. 31304 aDY@RITEIORE MieIane aisradsriby-80wgede a solution

of 0.8cm3 of styrene in 35 cm3 of dioxane and the mixture is heated at 75C for 1 hour. 5.5 cm3 20 of 5N

sodium hydroxide ar@tHiFRe AL SALE S BXSHBIE TR IAEAD AL R AN it Bh I 4 6F N-|
6chloro-I-[[2-(trimethysitathe thousdoze buildH dnidede -l yi i tanemiesapce phesd i3 Ekempese5, 1.2 g of
caesium fluoride, 32.2mg of 2-dijcyclohexyvlphgsphino-2.-(NN -dimethylamino)biphepyl and 12.3 mg of
palladium acetate, ahd The Mix Jj?eafg’ﬁ@%é%j glrlge Hx grn%e(m&gpse_l Rﬂ%/re\é%oﬁfﬁzgeop éﬁ@%&e%tfcv%o;ter 25 and

75 cm3 of ethyl acetiigsHre &okRa): SHEbribaicHiests iBuséistrbyeehmmapwpRidttHngder oinifedphases has
taken place, drjgd Op?ésﬁ}?éB?%BVPEP&U'&h%t?cdﬁﬁﬁgfa&ﬁcgw%gﬁ@@ yadepreguredinrrssure (2 kPa;

40C) to give 4.5 g of crude product, which is chromatographed under an argon pressure of 50 kPa, on a
column of silica WO%3% g &tings With cyclohexane/ethyl “acetate (60/40 by volume) and collecting

20cm® fractions. The fractions containing the expected product are combined and
evaporated under reduced pressure (2kPa; 50°C). The residue is taken up in 2x5cm?®
of diisopropyl ether. This mixture is filtered through a sinter funnel and evaporated

15  under reduced pressure (2 kPa; 40°C) to give, after drying (90 Pa; 50°C), 260 mg of
N -[6-(3-thiophenyl)- 1H-indazol- 3-yl] butanamide in the form of a white solid melting
at about 198°C.

IH NMR spectrum (300 MHz, (CDs),SO-d6, d in ppm): 0.98 (t, J= 7,5Hz: 3H); 1.69
(mt: 2H); 2.40 (t, J= 7Hz 2H); 7.45 (broad d, J = 9Hz: 1H); from 7.60 to 7.75 (mt:

20 2H); 7.70 (broad s. 1H); 7.82 (d, J = 9Hz: 1H); 7.95 (dd, J = 3 and 1.5Hz: 1H);
10.32 (unresolved peak: 1H); 12.66 (broad unresolved peak: 1H).

EXAMPLE 37

N J6-chloro-1H -indazok3-vl]-2-thiophenacetamide

0.73cm’® of 2thiopheneacetyl chloride is added to 1 g of 6-chloro 1H-indazole-3
25  aminein 15 cm® of pyridine, cooled to about 3°C. The reaction medium is allowed to
return to aout 19°C over 21 hours and is then evaporated under reduced pressure
(2kPa; 50°C). The residue is taken up in 25cm® of ethyl acetate, 10 cm® of
tetrahydrofuran and 25cm? of distilled water. The organic phase is washed with

25cm?® of distilled water and 25cm? of saturated aqueous sodium chloride solution.



PCT/FR03/00752 gel (particle size 40-60 pm; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate
mixture (75/25 by v actions containing the expected product are Eomgwa then
evaporated under rg&lﬁgg%rpge%ost‘gure (2kPa; 40C) to give 1.4 g of P %8}?&
N-[6-(2-phenylethyl)-1-[[2-(trimethylsilyl)ethoxy]methyl] -1H-indazol-3-yl] butan 5 amide in the form of a
yellow oil. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): - 0.06 (s: 9H); 0.83 (t, J = 8 Hz: 2H);
0.97 (t, J = 7.5Hz: 3H); 1.67 (mt: 2H); 2.39 (t, J = 7 Hz: 2H); 3.00 (mt: 4H); 3.53 (t, J = 8Hz: 2H); 5.62 (s:
2H); 7.04 (broad d, J = 8.5 Hz: 1(;)}; from 7.15 to 7.40 (mt: 5H); 7.50 (broad s: 1H); 7.74 (d, J = 8.5 Hz:
1H); 10.38 (unresolVel FeRiEing GoluliPnE s AL Qvey TPORRRHD SYIBTHE- IBeiad e SHEHER m/z = 309
[M - C6Hj20Si]" N-[GrcepivizhyBeths/bF itnimicldzmBapl Hetananwid @vEpotcdamdeofdecat prgsonenonium
fluoride as a 1M solution i drofuran are added to a solution of 1.4q of N-[6-(2-phenylethyl)-1-[[2-
(rimethylaiyhethoe e e e T i RN i Ay e
tetrahydrofuran, andbfhePaiRtupeckyanusicd lfor U8 Hibaits!d o@erB &1 erhyIdigowtgiedand sl to the

reaction mediung angie-08RRMfoRIARRIMAASISE hkkFCEREEINE Yo iHel CRENES ey uidesk sodium

hydrogen carbonate solution, 100 cm3 of water and 50cm3 of saturated sodium chloride solution. The
organic phase is separiess ohe HReH QSO B A6 SRS ten RLoaleh A p Fasel Bt AR e sium
sulphate, filtered andreleneenitadiestesndter(Patraced°pie sstaiedii ke 2o@RE B Q)ve1b.sg obfefade product in
the form of an orange-coloured pil, which is purified by 25 chromatography.under an argon.pressure of 50
kPa, on a column 0%21{'%%0]5%-“?8%% |I(:I§ﬁ£zé§ }ﬁﬁoh %Cr%éé%?g%gt%rogfgcgr%%a Bilﬁﬁ%g"&w ha "c’?yvc\:' (ﬁleexane/ethyl
acetate mixture (30F20d0yelidngrAe31q ke fractions containing the expected product are concentrated to
WO 03/078403 76

10  1H NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): 3.99 (s 2H); from 6.95 to

7.10 (mt: 2H); 7.09 (dd, J= 9 and 2 Hz: 1H); 7.43 (dd, J =5 and 1.5Hz: 1H); 7.53 (d,
J = 2Hz: 1H); 7.82 (d, J = 9Hz: 1H); 10.76 (unresolved peak: 1H); from 12.50 to
13.20 (broad unresolved peak: 1H).

EXAMPLE 38:

15  No5-[[(3-fluorophenyl)sulphonyl]amino]-1H -indazol-3-yl]benzamide

N-[5-[[ (3-Fluorophenyl)sulphonyl]amino] - 1H-indazol-3-yl|benzamide  may  be
obtained from 0.45 g of N-(5-amino-1H-indazol-3-yl)benzamide, 10cm® of pyridine
and 035 g of (3-fluorophenyl)sulphonyl chloride. 0.6 g of N-[5[((3
fluorophenyl)sul phonyl]amino] -1H-indazol-3-yl]benzamide is thus obtained in the
20 form of awhite solid melting at 225°C (Analysis C20 H15 F N4 O3 S, % calculated
C: 5853, H: 3.68, F: 4.63, N: 13.65, O: 11.69, S: 7.81, % found C: 58.38, H: 3.42, N:

13.56, S: 7.44).

'H NMR (300 MHz, (CD3)2S0-d6, d in ppm): 7.10 (dd, J= 9 and 2 Hz: 1H); 7.39 (d,
J = 9Hz: 1H); from 7.40 to 7.70 (mt: 7H); 7.42 ((broad s. 1H); 8.07 (broad d, J =

25 7.5Hz: 2H); 10.20 (broad unresolved peak: 1H); 1072 (broad s: 1H); 12.77 (broad s:
1H).



PCT/FR03/00752 dryness to give 0.43 g of a yellow oil which, alter trituration in 20 cm3 of diisopropyl

ether and filtration, f a white solid in a purity of 70 %. After purificati -MS, 0.11 ¢
slErti i Bt

of product is obtaine fiturated with 10 cm3 of diisopropyl ether, filtere washed with 5cm3
of diisopropyl ether, and 5 then dried under reduced pressure (90Pa; 40C) to give 0.10 g of N-[6-(2-
phenylethyl)- 1H-indazol-3-yl]butanamide in the form of a white solid melting at 175C. 1H NMR spectrum
(300 MHz, (CD3)2S0-d6, Sin ppm): 0.97 (t, J = 75 Hz: 3H); 1.67 (mt: 2H); 2.38 (t, J = 7Hz: 2H); 2.99
(mt:4H); 6.97 (broad d, J = 9Hz: 1H); from 7.15 10 to 7,35 (mt: 5H); 7.20 (broad s: 1H); 7.77 (d, J = 9Hz:
1H); 10.22 (broad sM‘K—%AT@Q@'{b%@‘:%Lﬁ)*?@?@mﬁpl@ﬁ@e@mméﬁnﬁ-gﬁl@a%w rQHi%e: 0.32cm3
of hydrazine monohyHrataamlasigetdwarids nBwh2dB, dhabmiridlaayab dazoumstsimiatd Os@usrobabsolute
ethanol. The medium i erheaéeg ft abo;rltS%é C fL(J)erO 1g hoursn%n%t enOJfOI\E grr(ﬂfn g_tllwl_i%%etglt_%S cm3 of
tetrahydrofuran and cm3'of Uistilled watét 8 Rdasd M orgarﬁc phaseis separated"‘Z out after settling
of the phases has tikeenpiatede irtbus ahigreedruigairomtel By et oparsiled tivatar HedCthen with 10 cm3
of saturated aqueous sodium chloride solution. The organic phase is 20 separated out after settling of the
phases has taken plRes: Niied1emaidezag Besjbenzanili atey filteopthiand roiee NbfRigthdortkyingss under
reduced pressure ( a; 50C). The,residue obtained,is purified by chrom ra under,an argon
pressure of 50 kPaz,Oil;é:SI9 g@oﬁk%n%?yéi?jgéag I(|Sogtgr |%$ed§cl)?2v 20 ?8(53 p%)r%l;m |8r%ili9ér E%Pg}m frgléﬁhg with a
cyclohexane/ethyl ateeagenbauiecBUISIRY QoRyENETbeoled t6 ORE.ComManetig 2 tisieegdetad product
are combined and thepeyaneriatet HRFS! SeASeeHRIgsRAY for2K Raird QeI 9420P % 40C),

100mg of 6,7-difluoro-1H-indazole-3- amine are obtained in the form of a white solid melting at 183C. WO
03/078403 77 distilled water, the medium is extracted with 20 cm® and 10cm® of ethyl acetake. The

10 organic phases are combined, dried over magnesum sulphate, filtered and
concentrated by evaporation under reduced pressure. The residue thus obtained is
purified by chromatography on a column of silica with a dichloromethane/methanol
mixture (99/1 by volume) as eluent. 0.9 g of N -(5-nitro 1H-indazol- 3-yl)benzamide is

thus obtained in the form of an orange-coloured solid melting at 231°C.
15 EXAMPLE 39

N 6-(2-phenylethyl)-1{[2-(trimethylsilyl)ethoxy]methyl] -1H -indazol-3-vl]-

butanamide

27.2cm’® of 9-borabicyclo[3.3.1]nonane are added by syringe to a solution of 0.8cm®
of styrene in 35 cm?® of dioxane and the mixture is heated at 75°C for 1hour. 5.5cm®
20 of 5N sodium hydroxide are added to the cooled solution, followed by successive
addition of 1 g of N-[6-chloro-1-[[2(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-
yllbutanamide prepared in Example 25, 1.2 g of caesum fluoride, 32.2mg of
2-dicyclohexylphosphino-2 -(N,N -dimethylamino)biphenyl and 12.3mg of palladium
acetate, and the mixture is heated at reflux for 3hours. After cooling, 50cm?® of water
25 and 75cm® of ethyl acetate are added; the organic phase is separated out after settling
of the phases has taken place, dried over magnesum sulphate, filtered and
concentrated under reduced pressure (2 kPg 40°C) to give 4.5 g of crude product,

which is chromatographed under an argon pressure of 50 kPa, on a column of silica



PCT/FR03/00752 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 5.57 (unresolved peak: 2H);

6.93 (mt: 1H); 7.52 WO§/57 %;14.5 and 1 Hz: 1H); 1_?81 (unresolved peak: ﬂgﬂ(@/[]ﬁ% uoro
. € u -

-1H-indazol-3-vllbutanamide: cm3 of butyryl chlorid€'is added to 1 g of 6,7-difluoro- indazole
-3-amine, 5 described previously, in 15 cm3 of pyridine, after cooling to about 3C, and the mixture is then
left at room temperature for 76 hours. The reaction medium is concentrated under reduced pressure (2
kPa; 40C) and the residue is taken up in 25 cm3 of ethyl acetate and 25 cm3 of water. The organic
phase is washed with 25 cm3 of distilled water and then with 25 cm3 of saturated aqueous sodium

chloride solution. 1098tEPHHH 85Ny HELIHFBEIFh ATk SIEHANM CoAcRHFSANGISEM reduced
pressure (2 kPa; 40&gkstthemesiode ¢7ol2myecbisme)rifiad foactbmne cuataigiag heurpentahpaupongsessure of 50

kPa, on a column of silica gel ticle size 40-60 pm; diameter 3 ¢ lutj ith a
dichioromethanem TR AL O e SRS AT P G Bpdd & broduct are
combined and then dvEpotaheaveite)-14 [R0U ssthpiybereoryipethd G -andazelraivg ipgi@Pa; 40C), 596mg

of N-(6,7- difluogo-IHgindazPirdPuipaaasle @re obtained in the form of a white solid melting at 191C.
1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.97 (t, J = 7.5 Hz: 3H); 1.67 (mt: 2H); 2.40 (t, J =

1535 (broad unvesclbel HERRAHT CoRMBTE MRS Sl B he b RO et
vl)ethoxvimethyll-1 - @:9t30-971, utanabtite 39)) bRy ¢hd-2idthas9phehylBotorieladd01(réd g of

caesium fluoride, 134156“93,%& %&gﬁtgell%ﬂg? g%}%%]?p@f l{/?m ot i'g%_cm%?f;dwig%ne -2'-(N,N

dimethylamino)biphenyl are ad oro-1- 52- trimethylsilyl)- ethoxy
methyl]-1H-indazol-3-§9kttarEhitel q¥eesised prelictidy T Bxditpid D51 R38N msptyag4e3kr 8
10 1H).
El  m/iz=437 M"
m/z = 320 [M - OCH2CH2§(CH3)3]+

m/z = 309 [M - CGH1203]+'

N6-(2-phenylethyl)-1H-indazol-3-yl]b utanamide

15 19.2cm’ of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to a  solution of 14g of N-[6-(2-phenylethyl)-1-[ 2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl] butanamide, described previoudy, in
40cm® of tetrahydrofuran, and the mixture is refluxed for 18 hours. 100cm? of ethyl
acetate are added to the reaction medium and the organic phase is washed

20  successively with 100cm® of saturated sodium hydrogen carbonate solution, 100 cm®
of water and 50cm® of saturated sodium chloride solution. The organic phase is
separated out after settling of the phases has taken place, dried over magnesium
sulphate, filtered and concentrated under reduced pressure (2 kPa; 50°C) to give 1.49
of crude product in the form of an orange-coloured oil, which is purified by

25  chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture

(30/70 by volume). The fractions containing the expected product are concentrated to



PCT/FR03/00752 30cm3 of dioxane. The mixture is then heated at about 100C for 20hours, the
temperature is allo t 0 about 19C over 72 hgurs and the reaction m.J filtered on a
sinter funnel and e%r@%@?ﬁb&r reduced pressure (2 Pa; 50C). The resié%fla ?s'%ﬂ%@]ézgi:n 50cm3 of
ethyl acetate and 50 cm3 of 5 distilled water. The organic phase is washed again with 50 cm3 of distilled
water and with 50cm3 of saturated aqueous sodium chloride solution. The aqueous phase is dried over
magnesium sulphate, filtered and then evaporated under reduced pressure under the conditions
described previously. The residue is purified b?/ chromatography under an argog pressure of 50 kPa, on
a column of silica geélYPSFREPOSE: -Q@fp?ﬁfei@"ﬂ%h%&he%éﬁr){ﬁbt,um%w\ﬁﬁﬁ'ﬁ S AUFRI%ARY ethyl
acetate mixture (80/@8ebyaneblfimna)orT, hgiieaadiansgcohtaimngehmel ek pe cieguptp defc7arewconffened and

evaporated under reduced. pressur Pa; );. after drying (90Pa; 50 of N-[6-(4- .
methorgphemy - 1- T B A ity TR e P e o S B e form o
a yellow oil. 15 1H NIQEEsécligoprBILaNET fileEd g omsbeswithpam)® oDdigogonr etaes3id J = 8 Hz:
2H); 0.97 (1, J =67 5 g kel GRUUTAtAP rllird YO0 PP 30 Givd . TpHg: NS 3H): 572
(broad s: 2H); 7.08 (broad d, J = 8.5 Hz: 2H): 7.42 (broad d, J = 8.5 Hz: 1H); 7.72 (d, J = 8.5 Hz: 2H);
from 7.85 to 7.95 (MRS a4 (rAHRRSh R AR ele) 1B ARs for=0h =y Wilis APLo3BIstg
OCH2CH2SIi(CH3)3]'mriz.= 309[M - C6H 120Si]' N-[6-(4-methoxyphenyl)-1H-indazol-3-vllbutanamide
13.6cm3 of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are 25 added to 1 g of

N-[6-(4-methoxyphenylydriadtmetssiiiheineplngsiyg-& i idaz gy oy anamide, gesggbed

previously, in 30 cm3 of tetrahydrofuran, and the reaction medium’is then heated at about 66C for 19
hours. The heating i€th@hWASB 81078401 2); 2.99 (mt:4H); 6.97 (broad d, J= 9Hz: 1H); from 7.15

10 to 7,35 (mt: 5H); 7.20 (broad s. 1H); 7.77 (d, J = 9Hz: 1H); 10.22 (broad s. 1H);
12.44 (broad s. 1H).

EXAMPLE 40

6.7-difluoro-1H -indazole -3-amine;

0.32cm® of hydrazine monohydrate is added to 0.46cm® of 2,34

15 trifluorobenzonitrile in 10cm® of absolute ethanol. The medium is heated at about
75°C for 17 hours and then 10cm® of ethyl acetate, 5cm® of tetrahydrofuran and
5 cm® of distilled water are added. The organic phase is separated out after settling of
the phases has taken place, and is washed again with 10 cm?® of distilled water and
then with 10cm? of saturated agueous sodium chloride solution. The organic phase is

20  separated out after settling of the phases has taken place, dried over magnesium
sulphate, filtered and concentrated to dryness under reduced pressure (2 kPa; 50°C).
The residue obtained is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 40-60 um; diameter 1.5cm), eluting
with a cyclohexanel/ethyl acetate mixture (50/50 by volume). The fractions containing

25 the expected product are combined and then evaporated under reduced pressure
(2kPa; 40°C); after drying (90Pa; 40°C), 100mg of 6,7-difluorc 1H-indazole -3
amine are obtained in the form of awhite solid melting at 183°C.



PCT/FR03/00752 stopped and 75 cm3 of ethyl acetate are added. This mixture is washed with 2x50 cm3
of saturated aqueo ws%grogen carbonate solution and then with 50 clgg,]_ (?U d aqueous
sodium chloride solution. The organic phase is dried over magnesium sulphate; filtered andconcentrated
to dryness under reduced pressure 5 (2 kPa; 50C). The residue is purified by chromatography under an
argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5 cm), eluting
with an ethyl acetate/cyclohexane mixture (60/40 by volume). The fractions containing the expected

product are comblneld and evaporated under reduced pressure (2 kPa; 50C). The residue is taken up in
10 cm3 of diisopropyl ebHédR m(ﬁ@qmwasmhﬁ& @@(%M@WH@%HHHW@M@W&H@ #Hdh with

2x5cm3 of ethyl acegade (nafter fry B39 d89Ra: £6C)4 5P aLHt NHE-{2-0ngthrspleamebk 4ndazol-3-
yl]butanamide are obtalned in the form of a whlte product melting at 210C. 1H NMR spectrum (300 MHz,

(CD3)2S0-d6, Sin H); 2.41 (t, J = 7Hz: 2H); 3.83 (s: 3H); 7.06
(d mt, J =8.5Hz: 2 (broad s: 1H); 7.78 (d mt, J = 8.5 Hz: 2H);

7.83 (d, J = 9 Hz: 1H); 10 nres Ived 12. 6é (un soly eak: 1H le 42
N-[6-[4-(methylthio) ﬁd%i‘rﬁ%ti’mﬂl of Mﬁi{?f)% WHBH?%?F&? 96:0.81 g of
86% 4methylth|6pheiwﬂubednmeamdsly, a4 gﬁ)&n%\eﬁlwlﬂumldﬁeﬂ&ﬂng o pbtlatdRiQ), aodtdbe and finally

31 mg of 2- dicyclohexy|pRASPINAE1ZH NN BN RN RIPHEMA ALC ARARIIRA hBlium is

N-[6chloro-1-[[2-(trimethylsilyl)- ethoxy]methyl]-1H-indazol-3-yl]butanamide, described previously in
Example 25, in 30cAeBceniEmseh Hader Heckfisdupecssuieet? KBaitdd s ahd uhe oewtiferi o)kt nHe 25

temperature is allow&wrﬁtmt%&&@mgrﬁ%@fwrﬁ% B@afﬁcqﬂ»@smg m%mnm@si@m is then
filtered on a sinter flé?,ﬂe Ef'@ eva or (?]d undr(]arzé ﬁd&gress go kPa; 50C). s g qu- up and the
purification are perf = ﬁ\)\/ﬁq wit of saturet oride so

us sodium
10  After drying over magnesium sulphate, filtration and concentration under reduced

utio

pressure (2 kPa; 40°C), the residue obtained is purified by chromatography under an
argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter
3cm), eluting with a dichloromethane/methanol mixture (98/2 by volume). The
fractions containing the expected product are combined and then evaporated under

15 reduced pressure (2 kPa; 40°C); after drying (90Pa; 40°C), 596mg of N-(6,7-
difluoro 1H-indazol- 3-yl)butanamide are obtained in the form of a white solid
melting at 191°C.

1H NMR spectrum (300 MHz, (CDs)SO-d6, d in ppm): 0.97 (t, J = 7.5Hz: 3H); 1.67
(mt: 2H); 2.40 (t, J= 7Hz: 2H); 7.10 (mt: 1H); 7.63 (broad dd, J= 9 and 4.5Hz: 1H);
20  10.47 (broad unresolved peak: 1H); 13.35 (broad unresolved peak: 1H).

EXAMPLE 41

N -[6-(4-methoxyphenyl)-1-[[2-(trimethylsil yl)ethoxy]methyl]-1H-indazol3-
yllbutanamide

900 mg of 4-methoxyphenylboronic acid, 1.24 g of caesium fluoride, 13.5mg of
25 paladium acetate and finally 31mg of 2-dicyclohexylphosphine-2 -(N,N-
dimethylamino)biphenyl are added to 1 g of N-[6-chloro-1-[[2-(trimethylsilyl)-
ethoxy] methyl]-1H-indazol- 3-yl]butanamide, described previously in Example 25, in



Example 41 above; 0.60 g of N-[6-(4-methylthiophenyl)-1-[[2-(trimethylsilyl) WO 03/078403 80
PCT/FR03/00752 e%%lwindazoI-S-yI]butanggﬂde is thus obtaineqbi?_ltn%@@?é? yellow oil.
1H NMR spectrum ( Z, 3)2S0-d6, S in ppm): - 0.09 (s: 9H); 0.83 (t, J = Z. :0.97 (t,J=
7.5Hz: 3H); 1.68 (mt: 2H); 2.41 (t, J = 7Hz: 2H); 2.55 (s: 5 3H); 3,57 (t, J = 8Hz: 2H); 5.73 (s: 2H); 7.40
(broad d, J =8.5 Hz: 2H); 7.45 (dd, J = 8.5 and 1.5 Hz: 1H); 7.75 (d, J = 8.5Hz: 2H); 7.91 (d, J= 8.5Hz:

1H); 7.94 (s: 1H); 10.47 (unresolved peak: 1H). El m/z = 455 M' m/z = 338 [M - OCH2CH2Si(CH3)3]" 10

m/z = 327 [M - C6Hj20Si]' N-[6-(4-methvithiouhenyl)-1H-indazol-3-vllbutanamide 7.9 cm3 of
tetrabutylammoniumflGBHdE £40XaNR1 JBRINtHREdsr ASHLfFE rfia AROH 4RY fo 9D AT the

N-[6-[4{methylthio)pteameialirE 2i< tanoatty | sil vigaihroxy | Rome thgfic 1dvandazelG-y|Hodtamansabtiodescribed
previously, in 30cm3 of 15 tetr@\q%%ﬁﬂfew n. The.reac, ioneﬁngr%ium IS Qf@t%crim?t arggut 6C for 18 hours and
C [

the heating is then gt‘%%ﬁ@d'%n m o?neﬁﬂnaeéet%rtlg At addad 3 s Thixturd 1§ wathgd with

2x50cm3 of saturatdd sRrsiSsdtharresigiueogaiakearpriateleitioheind ereirtevandsEens of saturated
aqueous sodiu chigdde-glefienTHd G Qg iR RpihedeRarR IR th adAltel Spdling aftBephases has

taken place, dried over magnegsium 20 sulphate, filtered and concentrated under reduced pressure (2

kPa; 50C). The residi¥! ROSTH RIS b AN EaIHIh GRPEACATR U e B REEOH RIFEE &) a column of
silica gel (particle sizeietDe68 phagabsonetil ghaeMitebdtiag With avepdhatbaaaiateédycidhsane mixture

reduced pressre (HhEA o0y A P e N S R S R e anc
washed with 2x5 criBdef ailsbarn Waseurreelfaplikifee PwaRoPNBR Pf3shicates)| (Radieles 2640 By
10 diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture (80/20 by
volume). The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C); after drying (90Pa; 50°C), 1 g of N-[6-(4
methoxyphenyl)-1-[ [ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol - 3-yl]butanamide is

obtained in the form of a yellow ail.

15 14 NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): - 0.09 (s: 9H); 0.83 (t, J =
8Hz: 2H); 0.97 (t, J = 7.5Hz 3H); 1.68 (mt: 2H); 2.41 (t, J = 7Hz: 2H); 3.56 (t, J =
8Hz: 2H); 3.83 (s: 3H); 5.72 (broad s. 2H); 7.08 (broad d, J = 8.5Hz 2H); 7.42
(broad d, J= 8.5Hz: 1H); 7.72 (d, J = 8.5Hz 2H); from 7.85 to 7.95 (mt: 2H); 10.45
(unresolved peak: 1H).

20 El miz=437 M™"
m/iz=320 [M — OCH,CH,Si(CHz)3]*
m/z=309 [M — CeH120S]"

N -[6-(4-methoxyphenyl)-1H-indazol-3-yl]butanamide

13.6¢cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
25 added to 1 g of N-[6«(4-methoxyphenyl)-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazol 3-yl]butanamide, described previously, in 30 cm® of tetrahydrofuran, and the
reaction medium is then heated at about 66°C for 19 hours. The heating is then



WO 03/078403 81 PCT/FR03/00752 (90 Pa; 50C), 320 mg of

N-[Q-[4-(methylthio)wlgfryé} dazol 3-yl]lbutanamide _are obtained in the f Ejgﬁg(g}ﬁpg roduct
ec

meling at 225C. 1H rum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.99 H); 1.69 (mt:
2H); 2.40 (t, J = 7 Hz: 2H); 2.54 (s: 3H); 7.36 (dd, J =9 and 1.5 Hz: 1H); 7.39 5 (d, J = 8.5Hz: 2H); 7.62
(broad s: 1H); 7.70 (d, J = 8.5Hz: 2H); 7.86 (d, J = 9Hz: 1H); 10.33 (unresolved peak: 1H); 12.69
(unresolved peak: 1H). EXAMPLE 43

N-[6-[4-(trifluoromethoxv)uhenyll-1-[[2- (trlmethylsnvl)ethoxvlmetthI -IH- indazol-3-vllbutanamide 10 840
mg of 4-trifluorometSGRPEAENYITFBhie! S| aceale;ahe edesiuIATIKYES 19 9ahey W HAIRRIGM acetate and

finally 31 mg of 2- d@y@oﬂaxylaﬂmﬂwﬂ@h&&&m&&;ﬂme@ﬂmbﬂr&mﬂ@ﬂdﬁ&dﬁo&r@ of N-[6-chloro-
1-[[ 2- (trimethylsny#h%&(&]metr%u 1I§|0deazo§]I but amld descrlbedéi}] ewous |n Example 25,in

30cm3 of dioxane € reac medlum is then eat a ou?ﬁf&%ﬂﬁ f % hours ané) a‘ﬁrowed to
return to room tempgeanasuRnsiishalRitédeiachamd Q@ﬁ@@f@@ﬁylcadét@@@ﬁ fineee dethviesdgpresssiigter funnel

packed with Celite apdfzoBeDriRc &8 Ay NEsgHed r&g&%%%ﬁurgn%%mré@@ev&prk up and

the purification are %erforme y analogy with Example 41 described previously. 1 g -[6-[4-

(trifluoromethoxy)phehisies 9 2 RIMRBAY RIIGH St SRR AT 4PrEhiy aP6S- %ﬁ?ﬁﬁn@lmiﬂg is thus
obtained in the formwvitta uﬁll@wwlladauwa}meﬁelmw(ﬁﬂfbMBMAOCQB)ﬁﬁwréﬁ $he proijons0.09 (s: 9H);

083(tJ—8H22I% tJ 7.5 Hz: 3H): 1.68 (m 242 J = 7THz; 3. J = 8 Hz: 2H);
5 74 (broad o 20, TAETAR Y 5 BTk oS At by WA AT s 2 ey
2H); 7.94 (d, J= 8.5 QiPﬁH§Om9T@ﬁdaﬂd§e1H)akg5 qmlmglgme@cf)ldéa)p@@w pih?r Hiltared=2a93 M'. m/z =
376 [M - OCH3GH2RUGHBIFkh 2x50m? of diisopropy! ether and then with 2x5cm® of ethyl acetate;
after drying (90 Pa; 50°C), 500mg of N-[6-(4-methoxyphenyl)-1H-indazol-3-
yl]butanamide are obtained in the form of a white product melting at 210°C.

1H NMR spectrum (300 MHz, (CD3),S0O-d6, d in ppm): 0.99 (t, J = 7.5Hz: 3H); 1.69
(mt: 2H); 2.41 (t, J= 7Hz: 2H); 3.83 (s: 3H); 7.06 (d mt, J = 8.5Hz: 2H); 7.33 (dd, J

15 =9 and 1.5Hz: 1H); 7.56 (broad s. 1H); 7.78 (d mt, J = 85Hz: 2H); 7.83 (d, J =
9 Hz: 1H); 10.31 (unresolved peak: 1H); 12.62 (unresolved peak: 1H).

Example42

N 6-[4-(methylthio)phenyl]-1{[2-(trimethylsilyl)ethoxy]methyl] -1H-indazol-3-
yllbutanamide

20 0.81 g of 86% 4methylthiophenylboronic acid, 1.24 g of caesium fluoride, 13.5mg
of paladium acetate and finaly 31mg of 2-dicyclohexylphosphine 2-(N,N-
dimethylamino)biphenyl are added to 1 g of N-[6-chloro-1-[[2-(trimethylsilyl)-
ethoxy] methyl] - 1H-indazol- 3-yl]butanamide, described previoudy in Example 25, in
30cn?® of dioxane. The mixture is then heated at about 100°C for 2 hours, the

25 temperature is allowed to return to room temperature over 72 hours and the reaction
medium is then filtered on a sinter funnel and evaporated under reduced pressure
(2kPa; 50°C). The work-up and the purification are performed by analogy with
Example 41 above, 0.60 g of N-[6-(4-methylthiophenyl)-1-[[2-(trimethylsilyl)-



WO 03/078403 82 PCT/FR03/00752 m/z = 365 [M - C6Hj20Si]'
N-[6-(4-trif[uorpmet%(?g)?)%%%H-indazol3-v||butanamé8e 12.1 cm3 of tetrap,&tym@&%l}glg fluoride as
a 1M solution in tetrahydrofuran are added to 1 g of
N-[6-[4-(trifluoromethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy] 5 methyl]-1H-indazol3-yl]butanamide,
described previously, in 30cm3 of tetrahydrofur an. The reaction medium is heated at about 66C for 18
hours, the heating is then stopped and 75 cm3 of ethyl acetate are added. This mixture is washed with
2x50cm3 of saturated aqueous sodium hydrogen carbonate solution and then with 50cm3 of saturated
aqueous sodium ch@NeeEBfoh HHa%rg ARy FHETEdR) SES e it hite B R o P phases has
taken place, dried oe#r magnesium sulphate, filtered and then concentrated under reduced pressure (2
kPa; 50C). The residue is purified by chromatography under an argon pressure of 50kPa, on a column of

silica gel (particle siag 4G9 Qi&tr‘aﬁ'l r,v?'._@’: D%Iwgdvggr%@hw Oe&e@tg{qycécgée ape mixture

(60/40 by volume). The fractions containing the 15 expected are combined and evaporated under
reduced pressure (25¥t%;0CH:-9the. résidireHs takdnlfS im0 2m32otld(is cpropyredhBr, 2 fed on a sinter
funnel and themwashgdsssicaegsiviy vith): Edema ofgiisaprepydeihe=and ihepryithx@igm3 of ethyl
acetate. After drying (90Pa; , 520 f N-[6-[4-,_ ] : . . . .
(tilorometnony o L HANE D) S b Utaarick a2 B b s 2 (rftproctuc
melting at 234C. 1HINMR spesinechd@BO M)z, (CD3)2S0O-d6, Sin ppm): 0.99 (t, J = 7.5 Hz: 3H); 1.69
(mt: 2H); 2.41 (t, J = 7Hz: 2H); 7.38 (broad d, J = 9Hz: 1H); 7.52 (d, J = 8.5Hz: 2H); 7.67 (broad s: 1H);

7.86 (d, J = 8.5 Hz: 2); 7,89 (dgds= 9Kz 1H); 10.36 (unresolved peak: 1H); 12.75 (unresolved peak:
1H). 25 EXAMPLE 44 N-[(6-(2-urouenyl-1-[[2-(trimethvIsilvl)ethoxvimethvll -1H-indazol-3- v1lbutanamide

m/z=338  [M — OCH,CH,Si(CHa)a]*

10 m/z = 327 [M — C6H120S]+'

N {6-(4-methylthiophenyl)-1H -indazol-3-vl]butanamide

7.9cm?® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 600 mg of N-[6-[4«(methylthio)phenyl]-1-[[2-(trimethylsilyl]ethoxy])-
methyl]- 1H-indazo} 3-yl]butanamide, ~ described  previoudy, in 30cm®  of
15 tetrahydrofuran. The reaction medium is heated at about 66°C for 18 hours and the
heating is then stopped and 75cm?® of ethyl acetate are added. This mixture is washed
with 2x50cm? of saturated agueous sodium hydrogen carbonate solution and then
with 50cm? of saturated aqueous sodium chloride solution. The organic phase is
separated out after settling of the phases has taken place, dried over magnesium
20  sulphate, filtered and concentrated under reduced pressure (2 kPa; 50°C). The residue
is purified by chromatography under an argon pressure of 50 kPa, on a column of
silica gel (particle size 40-60 pum; diameter 2.5cm), eluting with an ethyl
acetate/cyclohexane mixture (60/40 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C).
25  The residue is taken up in 10 cm® of diisopropyl ether, filtered and washed with
2x5cm® of diisopropyl ether and then with 2x3cm?® of ethyl acetate; after drying



WO 03/078403 83 PCT/FR03/00752 1.24 g of caesium fluoride, 0.77 cm3 of

2-allyf4,4,5,5-tetra - - dioxaborolane, 31.5mg of 2-
dicyclohexylphospm%?}ﬁ%,é%glmethylamino)- biphenyi?land 13.5mg of palla&g%/%%géqgg?e
successively added to a solution of 1 g of
N-[6-chloro-I-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl)butanamide, 5 prepared in Example 25, in
30 cm3 of dioxane, and the mixture is refluxed for 18 hours. The reaction medium is filtered and taken up
in 2x50cm3 of ethyl acetate, and the organic phase is washed successively with 50 cm3 of water and 50
cm3 of saturated sd@ff cPote3<8IMEoRT ARG Sty Jaberdlsta as¥ IRPBRAMHE drying over
sodium sulphate, filtaediobtahmsl dotresiotratidm tehiteypredscuineinged 2260C10 pressure (2kPa; 50C) 1.3 g of
brown oil are obtained, which is purified by chromatography under an argon pressure of 50 kPa, on a
column of silica gel iGle Si - . di X ) ' gkh.acyel / | acetate
mixture (90/10 by vg%ﬁﬂ‘g)éA %‘?r g@n@rﬁ@ﬁgﬁgﬁé‘% %Iggrgg.g‘;&gﬁﬂg%@gg%%%gfbg[?éqs(:?ﬁtey
propenyl-I-[[2- (trimeffHsA)ef sk A etHyiz1 BHin dafols3 3ih (18R 4fdider S axldirdidedh thdSform of a
(o0 8 200 0 Q8 (o e o Bt (ot 20 3 A0 (] o i oty o548 10 3.60 (. 4F)
t, J = 8 Hz: 2H); 0.96(t,,] =, 7.5 Hz: 3H); 1 66 (mt: 2H); 2.39 (t, ] =7 Hz: 2H); from 3.45 to 3.60 (mt: 4H);
from 5.05 to 5.20 (m E')zﬁyd?éﬂ”(ﬂ@)%eﬁé %‘ﬁﬁé@é‘@ﬁ%&é o fH 511z 1H); 7.45 (broad s: 1H);
7.75 (d, J = 8.5 Hz: 1H); 10.38 (unresolved peak: 201 H). El m/z =373 M". m/z = 256 [M -
OCH2CH2Si(CH3)3EXAM BLRAIM - C6Hj20SI]' N-[(6-(1-urouenyl)-1H-indazol3-vllbutanamide 25
11.2cm3 of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added to a solution of
0.70 g of N-[6-(1-prapeeyi-(rifRiotsimetoxisibyidatioxymeattin bthindindaaabdsyheutanamide in 25 cm3 of

indazol-3-yl]butanamide

10 840mg of 4-trifluoromethoxyphenylboronic acid, 1.24 g of caesium fluoride,
13.5mg of palladium acetate and finally 31 mg of 2-dicyclohexylphosphine-2-(N,N-
dimethylamino)biphenyl ae added to 1 g of N{6-chlorol{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide, described previoudy in
Example 25, in 30cm® of dioxane. The reaction medium is then heated at about

15 102°C for 20 hours and alowed to return to room temperature, and is diluted with
75cm® of ethyl acetate, filtered through a sinter funnel packed with Celite and
concentrated to dryness under reducd pressure (2 kPa; 50°C). The work-up and the
purification are performed by analogy with Example 41 described previoudly. 1 g of
N -[6-[ 4 (trifluoromethoxy) phenyl]- 1-[ [ 2-(trimethyl silyl)ethoxy] methyl] - 1H-indazol-

20  3-yl]butanamide is thus obtained in the form of ayellow oil.

IH NMR spectrum (300 MHz, (CD2,S0-d6, d in ppm): - 0.09 (s: 9H); 0.83 (t, J =

8Hz: 2H); 0.98 (t, J= 7.5Hz: 3H); 1.68 (mt: 2H); 2.42 (t, J = 7Hz: 2H); 3.57 (t, J=

8Hz: 2H); 5.74 (broad s: 2H); 7.46 (dd, J = 8.5 and 1.5Hz: 1H); 7.50 (braad d, J =

8.5Hz: 2H); 7.90 (d, J = 85Hz: 2H); 7.94 (d, J= 8.5Hz 1H); 7.99 (broad s. 1H);
25  10.49 (unresolved peak: 1H).

El miz=493 M"

m/iz=376  [M — OCH,CH,Si(CHa)a]*



WO 03/078403 84 PCT/FR03/00752 tetrahydrofuran and the mixture is heated at reflux for 18 hours. 75
cm3 of ethyl acetat géb 0 the reaction medium and the organic phas W&b ccessively
with 2x50 cm3 of sa%?%%gsgo ém hydrogen carbonate%glutlon and 2x500m3€3r satura 7§%0dlum
chloride solution. The organic phase is separated out 5 after settling of the phases has taken place, dried
over magnesium sulphate, filtered and concentrated to dryness under reduced pressure (2kPa; 50C) to
give 0.70 g of a brown solid. The crude product is purified by chromatography under an argon pressure
of 50kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5cm), eluting with a
cyclohexane/ethyl aE@Fat@ﬁ%xtuW(?@gdlmolume) After 10 concentration of the fractions, 0.30 g of a
mixture containing 50% of the expected product is obtalned By means of a final HPLC (Hypurity; Cis, 5m
column; length 100 SIU0LLT (S TOXY (o dandicwis gnvicieer (38/38/24 by volume)
containing 0.05% trlfluoroacetlc acid; flow rate 20 cm3/m|n) and concentratlon to dryness of the fractions,
taken up 'F 5(cm3 ofﬂh)drﬁ%etag@réﬂttgmmmmdry?@@é @Qaﬁ@fj 4pfadion in tetrahydrofuran artle I
12mgofN-[6-(1 prop azol-3-y ideareobtaine for. s melting at
195C. 1H NMR speciam ](80(? MHZ. f@t@%ﬁ%@@r%ﬂﬁ%p@ é@(@ %Y—T‘%& K 1.66 (mt:
2H); 1.89 (broaéd, mleﬂtzﬂsmd@dﬁ(vltbwammmd@mdes@aoemt mayosa% (br@adiiﬂ)@ft 16¥iz: 1H); 7.17
(broad d, J = 8.5 Hzigh Y 2 4Arons: Seddi b Indefifn(ds 1z Lk L Ge4 (wresalusd Rpgk: 1H)

12.52 (unresolved peak: " | H). EXAMPLE 45 N-[6;chloro-IH-indazol3-vll-2- uvridinecarboxamide 4.2cm3 of
diisopropylethylamirl§3iRg 43t %PRp@do?"@c?ﬁS’f‘b il St SeFELS ARAHEED S S T HiR I§15ieine. The
reaction medium is eaeiezkB abduk 8G e ddug DiiRieohndyenlesdentydsochlaTieed amg the

temperature is aIIow\ﬁd 056e gn to Joom eatemL[])e% tur ove&%gnta%u Sauill'gle Lﬁ?ec%Pg%n T eghum |%

concentrated to dryness un
10  separated out after settling of the phases has taken place, dried over magnesium

sulphate, filtered and then concentrated under reduced pressure (2 kPa; 50°C). The
residue is purified by chromatography under an argon pressure of 50kPa, on a

column of silica gel (particle size 4060 um; diameter 2.5cm), eluting with an ethyl

acetate/cyclohexane mixture (60/40 by volume). The fractions containing the
15  expected product are combined and evaporated under reduced pressure (2 kPa; 50°C);

the residue is taken up in 10cm?® of diisopropy! ether, filtered on a sinter funnel and

then washed successively with 10 cm® of diisopropy! ether and then with 2x2 cm® of

ethyl acetate. After drying (90Pa; 50°C), 520mg of N-[6[4

(trifluoromethoxy)phenyl]-1H-indazol - 3-yl]butanamide are obtained in the form of a
20  white product melting at 234°C.

1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 0.99 (t, J= 7.5Hz: 3H); 1.69
(mt: 2H); 2.41 (t, J = 7Hz: 2H); 7.38 (broad d, J = 9Hz: 1H); 7.52 (d, J = 8.5Hz:
2H); 7.67 (broad s. 1H); 7.86 (d, J = 85Hz: 2H); 7.89 (d, J = 9Hz: 1H); 10.36
(unresolved peak: 1H); 12.75 (unresolved pesk: 1H).

25 EXAMPLE 44

N (6-(2-propenvl)-1{[2-(trimethylsilyl)ethoxylmethvyl] -1H -indazol-3-
yl]lbutanamide




reduced pressure (2kPa; 40C) and the residue is then taken up in 25cm3 of ethyl acetate and 25cm3 of

distilled water. The %Q@?ﬁ?gﬁg is washed with 25 cng'éof WO 03/078403 85&(;;&!6@88%9752 water

and then with 25 cm ed aqueous sodium chloride solution. After dryihg over magnesium
sulphate, filtration and concentration under reduced pressure (2 kPa; 40C), the residue is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle size 4(-60 pm;
diameter 3cm), eluting 5 with a dichloromethane/methanol mixture (99/1 by volume). The fractions
containing the expected product are combined and evapogated under reduced eE{ressure (2 kPa; 50C)

and the residue is takéh up irPox FEXB @S ordpyl Efer. Rftet ArafidPoriCHaNHBY rdriél and drying
under reduced pressiveatbRae50G), 5@ mgfof I8-fteycluasoy phisplano! 28-(N] re-giynétinenanbpxamide are

obtained in the form, of a white olid melting at 177C. 1H NMR spectr 300 MHz, (CD3)2S0-d6, S
o 714 o 3 e S A8 SR S AR el a DA SR R B Rl G LT T e
(d, J = 9Hz: 1H); 8.8P (sphti6Irtoroslaha (Hpethyds | @ )ethosybaetiol | I H7imlazol 13-y Buranasidad d, J =

5Hz: 1H); from £0.5Qi8akdq4( ( IFESvad BeRlst Hibkdramdd B8 (ixtid FsAR sy Rspad
unresolved peak: 1H). EXAMPLE 4

N-[6-(4-f|uoronhenvl@-‘[‘&‘f&ri—m@tfﬁgiRﬁ)@%%)ﬁ&ﬁ/ﬂdﬂqdim&@-”ﬁﬁﬂﬁwgmiﬁwﬁﬁ%ﬁof
4-fluorophenylboronipdeie, ki g priceaesivistitdosidesstisdhymath 5@ onyathdice anetadeandifinally 31 mg
of 2-dicyclohexylphaosphine:2-(N.N dimethylamino)hiphenyl are added to 1 g.of .
N-[6ch|oro-1-[[2-(trimeﬂﬁf/ﬁ%?l%-lg%c%}ghgtﬁ/ﬁ%}fﬁ-%{(i;%zsgﬁ%r?éﬁgu?gtntgﬁq?r 6,9" egr&rl e? |Sr?t ngple 25, in
30cm3 of dioxane. WhéENenRtEITSad thie Aubdgtedf Bt dissuartboeD et aolgr S REsssURfeh Ebersd to return
to room tempeygiure, Jag Eepsiion medm i [REHHRD & SRRStety! Smrrelatpufitiesetyon a sinter

funnel packed with Celite and then concentrated to dryness - _
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 4.5cm), eluting with a cyclohexane/ethyl acetate mixture
(90/10 by volume). After concentration and drying (90 Pa; 45°C), 0.72 g of N-{ (6 (2
propenyl-1-[[ 2(trimethylsilyl)ethoxy] methyl] - 1H- indazol - 3-yI] butanamide is

15 obtained in the form of ayellow ail in a purity of 75%.

IH NMR spectrum (300 MHz, (CD2),SO-d6, d in ppm): - 0.08 (s: 9H); 0.82 (t, J =

8 Hz: 2H); 0.96 (t, J = 7.5Hz: 3H); 1.66 (mt: 2H); 2.39 (t, J= 7 Hz: 2H); from 3.45 to

3.60 (mt: 4H); from 5.05 to 5.20 (mt: 2H); 5.62 (s: 2H); 6.02 (mt: 1H); 6.98 (broad d,

J=8.5Hz: 1H); 7.45 (broad s: 1H); 7.7 (d, J = 8.5Hz: 1H); 10.38 (unresolved peak:
20 1H).

El miz=373 M*"
m/z=256 [M — OCH2CH2Si(CH3)3]"
miz=245 [M — CgH,0S]™

N (6-(1-propenvl)-1H-indazol3-yl]butanamide

25 11.2cm’® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to a soluion of 070 g of N-[6-(1-propenyl)-1- (2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl] butanamide in 25cm’ of



under reduced pressure (2kPa; 50C). The work-up and the purification are performed by analogy with

Example 41. 580m %é - %ﬁ orophenyl)-1-[[2-
(trimethylsilyl)ethoxy rrg)e &]; isfndazoI-S-yI]butanamid%‘"alre thus obtained inaﬁ;—:‘r /'%(I;er(r)%/g 7z§§/ellow oil.

WO 03/078403 86 PCT/FR03/00752 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): - 0.09 (s:
9H); 0.83 (t, J = 8 Hz: 2H); 0.97 (t, J = 7.5 Hz: 3H); 1.68 (mt: 2H); 2.41 (t, J = 7Hz: 2H); 3.56 (t, J = 8 Hz:
2H); 5.73 (s: 2H); 7.35 (t, J = 9Hz: 2H); 7.44 (broad dd, J = 9 and 1.5Hz: 1H); 7.82 (dd, J = 9 and 5.5Hz:
2H); 7.92 (d, J = 9Hz: 1H); 7.94 (broad s: 1H); 10.48 5 (unresolved peak: 1H). El m/z = 427 Mt m/z = 310
[M - OCH2CH2Si(CI878Ydraliyran gl (1he- gy e o ieded i ASHS iy hEh VIS HIRIEZ61- 8 Wb utanamide
10 8.1cm3 of tetrabutylats naomiatddiu oo dibea 3 ectivhs ohetiiominatetr afey dnofunian peee aidd echdieed80 mg of
N[6-(4-fluorophenyl)-1-[[2-(trimethylsilyDethaxy]methyl]-1H- indazol3-yllbutanamide, described previously,
in 30 cm3 of tetrahyaf%#%%%#grm%wgyﬁzc |o§ﬂme8flj¥r%1d%ssqﬁjé% :ﬁyg?%t}%ou?aé r%oer%&' '%rasndThe heating
is then stopped, 752fh8w cohyrirdesteadiem ebled denephiione Jineingopnigtoress iwaepmsadalitvis0 cm3 of 15

saturated aqueas spUEINGTGORE FREIANALE BRK 9881 A W IHBAGMA A FaikAlRdaadueous

sodium chloride solution. The organlcé%f;ase is separated out after_ sett ingésfézgj phﬁgss h:ﬁs taken place,
rEHUER predslife (2kPa;

dried over magnesilfiF<APTAHESH S8 B UOGRCEHERE BRI {ekBaRd
50C). The residue isbpwified|iy Theomaio giept UsdeiridiediigorpoassogeciybOkeka, an agelumn of silica
gel 20 (particle size 40-60 pm, digmeter 2.5 cm), eluting. with clohexane/ethyl acetate mixture (40/60
by volume). The fra&ﬁ%‘r?sjrcé:)o%r}ta%%%‘thog e&ﬁ%ﬁloi?é‘a Bfoa%%? grqf grr#%%]gdz %# %a&%’ra@gg] f%rder reduced

pressure (2kPa; 50 5the @uiddenshakeyr! ofpexanetini seai oprope @Ha0, mitupiémsha \ligshed
successively Wi Sei}Qfration of the fractions, 0.30 g of a mixture containing 50% of the expected

product is obtained. By means of a final HPLC (Hypurity; Cis, 5um column; length
100 mm, diameter 30 mm, eluent: methanol-acetonitrile-water (38/38/24 by volume)
containing 0.05% trifluoroacetic acid; flow rate 20 cm®min) and concentration to
dryness of the fractions, taken up in 5om® of ethyl acetate, filtration and drying

15 (90 Pg 45°C), 12mg of N-[6-(1-propenyl)- 1H-indazol-3-yl]butanamide are obtained
in the form of white crystals melting at 195°C.

1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.97 (broad t, J = 7.5Hz:
3H); 1.66 (mt: 2H); 1.89 (broad d, J = 6Hz: 3H); 2.37 (t,J = 7Hz: 2H); 6.38 (mt:
1H); 6.55 (broad d, J = 16Hz: 1H); 7.17 (broad d, J = 85Hz: 1H); 7.29 (broad s:

20 1H); 7.69 (d, J = 9Hz: 1H); 10.24 (unresolved peak: 1H); 12.52 (unresolved peak:
1H).

EXAMPLE 45

N{6-chloro-1H -indazol3-yl]-2-pyridinecar boxamide

4.2cm?® of diisopropylethylamine are added to 1 g of 6chloro-1H-indazole-3-amine
25  in 15cm° of pyridine. The reaction medium is cooled to about 8°C to add 1.08 g of
picolinoyl chloride hydrochloride, and the temperature is alowed to return to room
temperature over 18 hours. The reaction medium is concentrated to dryness under
reduced pressure (2kPa; 40°C) and the residue is then taken up in 25cm® of ethyl
acetate and 25cm? of distilled water. The organic phase is washed with 25 cm® of



diisopropyl ether and 2x3 cm3 of ethyl acetate; after drying (90 Pa; 50C), 250mg of 25
N-[6-(4-fluorophenyl)-1H-i -3-yl]butanamide are t obtained in the for ' duct melting
at 232C. WO 03/07%%%FR03/00752 1H NMRh%Sectrum (300 MHz, %ﬁﬁéﬁﬁg@?& in ppm):
0.98 (t, J = 7.5 Hz: 3H); 1.69 (mt: 2H); 2.39 (t, J = 7 Hz: 2H); 7.30 (d, J = 9Hz: 1H); 7.32 (t, J = 9Hz: 2H);
7.61 (broad s: 1H); 7.78 (dd, J =9 and 6 H z: 2H); 7.87 (d, J = 9Hz: | H); 10.33 (unresolved peak: 1H);
12.70 (unresolved peak: 1H). 5 EXAMPLE 47
N-[6-[(1.1-dimethvlethvlluhenvll-1-[[2-(trimethvisilvl)ethoxvimethvll-1H- indazol-3-yll bu tanamide: 840 mg
of 4-tert-butylphenyWEIEnRIAIEN VU Lo Ba ¥ SRS ABUERY S RRUe? PhpsdfuvA dttafti8hd finally 31
mg of 2-dicyclohexytpiiogpivierer2gitsNihCsa phetth yiaraion)aiglenytarsi ad dadetaedgeaf pressure
N-[6chloro-1-[[2-(tri Isilyl)=, ethoxylmethyl -lH-ingaz I-3-y|]]butanamide, described in Example 25, in
3003 of dioxane. TEe AL R LR SO S ESAISEY ThE RR e e
allowed to return to RSdfRaedn e eatunenagiasiies reeh dipert e gieehs68ilurad dAaEetds IompB elfueing| acetate,

filtered through & singeiHanel Rarkakwheraite ARt oMt TERM TS DRI aRfHced
pressure (2 kPa; 50C). The work up and the purification are performed by analogy with Example 41. 1.13

g of N[6-[4-(1,1- dimBhGreRRShAQSYAL A1 SrtiRHERrRNLi g Rm ke el APy el rRISSHIS (AffBitanamide
are thus obtained instrecjcim hibaeseliovs tkehd NN Bxsperft o366 dgyl z1HE DSNRSDuahosam ppm): -
0.08 (s: 9H); 0.83 (t, J =, 20.8Hz: 2H); 0.98 (t. J = 7.5Hz: 3H); 1.35 (5 OH)- 1.6 t: 2H); 2.41 (t, J = 7Hz:
oy 557 (3 = o PR S FHEL A PRI ol BRI BTt D B T G 6 L2
7.70 (broad d, J = 8Ehom-iy-17eibzel- 3 v --pyridinpcariooxamitisad & ot edo méhauiores ofvadvpéak: 1H). El
m/z=465M'. 10 glid mlting at 177°C.

IH NMR spectrum (300 MHz, (CD3)2SO-d6, d in ppm): 7.14 (dd, J = 9 and 2Hz:

1H); 7.60 (d, J= 2 Hz: 1H); 7.73 (ddd, J= 6.5 - 5 and 1.5Hz: 1H); 7.95 (d, J = 9Hz:

1H); 8.12 (split t, J = 7.5 and 2Hz: 1H); 8.21 (broad d, J = 7.5Hz: 1H); 8.79 (broad

d, J = 5Hz 1H); from 10.50 to 11.40 (broad unresolved peak: 1H); from 12.30 to
15  13.40 (very broad unresolved peak: 1H).

EXAMPLE 46

N -6-(4-fluor ophenvl)-1-[[2-(trimethylsilyl)ethoxy]Ymethyl]-1H -indazol-3-
yl]butanamide

840 mg of 4-fluorophenylboronic acid, 1.24 g of caesium fluoride, 13.5mg of
20 paladium acetate and finaly 31mg of 2-dicyclohexylphosphine 2-(N,N-
dimethylamino)biphenyl are added to 1 g of N-[6-chloro-1-[[ 2-(trimethylsilyl)-
ethoxy] methy!] - 1H-indazol- 3-yl] butanamide, described in Example 25, in 30 cm® of
dioxane. The mixture is then heated at about 102°C for 22 hours and is then allowed
to return to room temperature. The reaction medium is taken up in 75cm?® of ethyl
25  acetate, filtered on a sinter funnel packed with Celite and then concentrated to dryness
under reduced pressure (2kPa; 50°C). The workup and the purification are
performed by analogy with Example 41. 580 mg of N{6-(4fluorophenyl)-1-[[2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide are thus obtained in the

form of ayellow ail.



25 m/z = 348 [M - OCH2CH2Si(CH3)3]' m/z = 337 [M - C6H 120Si]' WO 03/078403 88 PCT/FR03/00752
N-[6-[4-(1,;-dimethv\ﬁl@éolg)pggmsu-lH-indazol-3-vl|butan%g1ide 14.6cm3 of tetrmngﬂn fluoride as
a 1M solution in tetrahydrofuran are added to 1.13 g of
N-[6-[4-(1,1-dimethylethyl)phenyl]-1-[[2-(trimethylsilyl)ethoxy]- methyl]- 1H-indazol3-yl]butanamide,
described previously, in 30cm3 of 5 tetrahydrofuran. The reaction medium is heated at about 66C for
22hours, the heating is then stopped and 75 cm3 of ethyl acetate are added, and the organic phase is
washed with 75 cm3 of saturated aqueous sodium hydrogen carbonate solution and then with 50 cm3 of

saturated aqueous stHNMRIFSEHES SR HEn B JeHicIonddB P dirie @ 8965 e 8Rifh ddphate,
filrt]ered and coi?centgamd e ciyorss yades ng%pggll& RR}SSHAE 2_211;&&'13 Eomlz;('l'ipg;rggggq@j&opléroified by
chromatography under an arg ressur Pa, on a co of sjli el (particle size 40-60 pm;
diameter 2.5 cm), e%jﬂﬁ' ttgg%@%lgﬁgxa%it ﬂ%@%tﬁﬁn%&?@?%f%ggyg e%%‘?‘hiH factions
containing the expeatéd (uidyduct huand SrobinezHand. 8%/ égh o atetHan dlidy; ré @ddbbadressdie 1248Pa; 50C); the
residue is takensup i, 0 diisgpropyl ether, filtered 15 off on a sinter funnel and washed
successively with 10 cm3 of dilsopropyl ether and then with 2x5 cm3 of ethyl acetate. After drying (90Pa;
50C), 320mg of N-[ -{4- (1 idz"ﬂ ywyle hyl)phenyl]-1H-indazol3-yl]butanamide are thus obtained in the
form of a white product melting at 246C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.99 (t, J
= 7.5 Hz: 3H); 1.36 20 (s: 9H); 1.70 (mt: 2H); 2.41 (t, J = 7Hz: 2H); 7.36 (broad d, J = 9Hz: 1H); 7.52 (d, J
= 8.5Hz: 2H); 7.61 (B¥8ad301H) V.68t B (FH¥BHZ: 2H): 7.85 (d, J = 9Hz: 1H); 10.32 (unresolved
peak: 1H); 12.66 (unresolved peak: 1H). EXAMPLE 48 N-[6-bromo-7-amino-1 H-indazol3-vllbutanamide
25 4.25¢ of ferrous suwipha@dhepfahydigie,0&Folved in 25 cm3 of water are added

N -6-(4-fluor ophenyl)-1H -indazol-3-yl]butanamide

10 8.1cm?® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 580 mg of N[6-(4-fluorophenyl)-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazol 3-yl]butanamide, described previously, in 30 cm® of tetrahydrofuran, and the
reaction medium is heated at about 66°C for 22 hours. The heating is then stopped,
75cm® of ethyl acetate are added and the resulting mixture is washed with 50 cm® of

15 saturated agueous sodium hydrogen carbonate solution and then with 50 cm?® of
saturated aqueous sodium chloride solution. The organic phase is separated out after
settling of the phases has taken place, dried over magnesium sulphate, filtered and
concentrated to dryness under reduced pressure (2kPa; 50°C). The residue is purified
by chromatography under an argon pressure of 50kPa, on a column of silica gel

20 (particle size 40-60 um; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate
mixture (40/60 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2kPa; 50°C). The residue is taken
up in 10cm?® of diisopropyl ether, filtered and washed successively with 5cm® of
diisopropy! ether and 2x3 cm? of ethyl acetate; after drying (90 Pa; 50°C), 250mg of

25  N{6-(4fluorophenyl)- 1H-indazol-3-yl]butanamide are thus obtained in the form of a
white product melting at 232°C.



dropwise to 510 mg of N-[6-bromo. ?-nitro- 1H-indazol-3-yl]butanamide, described in Example 29, in 20
cm3 of ethanol cool C. The temperature risgs to about 28C, the mi I irring for 30
minutes, 5.2cm3 of ggg%cbagq}al?gégé ammonia WO 03/078403 89 PCT/FROS/OO%;%EQ%/@a%ded, the
mixture is refluxed for 2hours, a further 2x1.5cm3 of 28 % aqueous ammonia are then added and the
mixture is left stirring for a further 10 minutes and filtered while hot through a sinter funnel packed with
Celite. The precipitate is rinsed with 20cm3 of methanol and the filtrate is concentrated to 5 dryness
under reduced presgure (2kPa; 40C). The residue is taken up in 50 cm3 of ethyl acetate and washed

with 25 cm3 of saturdtdiNBdReHRIBRRN EZrteR2e s8R fdR @?m)'tﬁ)e??\ﬁitﬁ?g@ﬁ% Pkabfated sodium
chloride solution. Thenerganio s3hase iseparajed. soli@fter satfingipf e phaseshastakensplace, dried

over magnesium sulphate and cogcentrate gnger r % ed pres &ikPa_; q%) fier 10 %rying (90Pa;
50C), 55 mg of N-[6-g§rr%5|¢|osi'7- w?cfﬁllggaﬂtﬁ azo -B?fob ﬁﬁa&'?}lez%f us GbtAi eaﬁ'rb thjéot% m of a
mauve-coloured soligindesbNédRespetitari?(ADuivieda v PSR 3B)d6, Sin ppm): 0.95 (t, J = 7.5 Hz: 3H);
1.65 (mt: 2H); 2.35 (t, J = 7 Hz: 2H); 5.47 (broad s: 2H); 6.901 (d, J = 8.5 Hz: 1H); 7.00 (d, J = 8.5Hz:
1H); 10.18 (broad s:gEl il FB4Apnresolved peak: 1H). 15 El m/z = 296 M+. m/z = 226 [M - C4H60]+
EXAMPLE 49 N-[6-[4-(trifluoromethvl)phenyll-1-[[2-(trimethylsilvl)ethoxvimethyll -1H- indazol-3-yll bu
tanamide: 20 775 mg ¢ ifuarometh IRNSRY _g_i 3 Hnéti%ﬂsﬂxﬂeﬁ%&)ﬂﬂ&wéﬁr , 13.5mg of
palladium acetate and fmaity mg of Z- dicycionexytphospnine-Z-(N,N- dimetnyta )biphenyl are
added to 1 g of N-[6t =b= igeilyl)- ethoxy]methyl]-1H-indazol-3-yl]butanamide, described in
Example 25, in 30cm3 of dioxane. The mixture is then refluxed for 18 hours, the temperature is then
allowed to 840 mg of 4-tert-butylphenylboronic acid, 1.24 g of caesium fluoride, 13.5mg of

palladium acetate and finaly 31mg of 2-dicyclohexylphosphine 2-(N,N-
10  dimethylamino)biphenyl are added to 1 g of N-[6-chloro-1-[[2-(trimethylsilyl)-
ethoxy] methyl] - 1H-indazol- 3-yl]butanamide, described in Example 25, in 30 cm® of
dioxane. The mixture is heated at about 102°C for 21 hours and the temperature is
then alowed to return to room temperature and the reaction medium is diluted with
75cm® of ethyl acetate, filtered through a sinter funnel packed with Celite and
15 concentratedto dryness under reduced pressure (2 kPa; 50°C). The work-up and the
purification are performed by analogy with Example 41. 1.13 g of N[6[4(1,1-
dimethylethyl)phenyl]- 1-{ [ 2-(trimethylsilyl)ethoxy]methyl] - 1H-indazol-3-

yl]butanamide are thus obtained in the form of ayellow oil.

1H NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): - 0.08 (s: 9H); 0.83 (t, J =

20 8Hz 2H); 0.98 (t, J = 7.5Hz: 3H); 1.35 (s: 9H); 1.68 (mt: 2H); 2.41 (t, J = THz:
2H); 3.57 (t, J = 8Hz: 2H); 5.72 (broad s. 2H); 7.44 (broad d, J = 9Hz: 1H); 7.53
(broad d, J = 8Hz: 2H); 7.70 (broad d, J = 8Hz: 2H); 7.89 (d, J = 9Hz: 1H); 7.91
(broad s: 1H); 10.46 (unresolved peak: 1H).

El miz=465 M*
25 miz=348 [M — OCH,CH,SI(CHs)3*

m/iz=337 [M —CeH120S]"



25 return to room temperature and the reaction medium is diluted with 75cm3 of ethyl acetate filtered
through a sinter fun%gﬂzﬁ }ﬁﬂth Celite and concentragted to dryness undeE?fj ure (2kPa;
50C). The work-up and the purification are WO 03/078403 90 PCT/FR03/007 erforme y analogy
with Example 41. 1 g of N-[6-[4-(trifluoromethyl)phenyl]-1-
[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide is thus obtained in the form of a yellow oil in
a purity of 95%. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): - 0.09 (s: 9H); 0.83 (t, J= 58
Hz: 2H); 0.98 (t, J = 75Hz 3H) 169(mt 2H); 2.42 (t, J = 7THz: 2H); 356(t J =8 Hz: 2H); 5.75 (s: 2H);
7.52 (broad d, J = 8.544tn14 HRERYeAvHPReny sty NOIAX0 pyt 3%3z: 1H); 8.01 (broad d, J=
8.5Hz: 2H); 8.07 (broad s: 1H) 10. 51 (unresolved peak 1H). El m/z = 477 Mt 10 m/z = 360 [M -
OCH2CH2Si(CH3)3}4 Hem Fagt Pt grMoPOIST] fl e ee]4s(@iflivb renté oy Iu kA dTof et A 3-vI
butanamide: 12. 6cn}3§dg{jte5r§kigt '%WN‘)?@HF&W‘SFH&?%}}%%H“QT['ﬁ‘&ﬁﬂf%ﬂ)ﬁ%%ﬂ)@ﬁb@? added to a
2-

solution of 1 g of N-[6- 4{tr|fluoromet Nphenyl] A
(trimethylsilyl)ethoxy Iy -] ﬂ%ﬂi @%TB% BmidESHIBBEm P6Y '@‘f?'é(hydfﬁfurﬁﬂ“&nd tAe mixture is
heated at refluxdor 18rbioyivfirae renstieactioediedius diutestadittt Zbaum8eCetby| zZeiats awd the organic

phase is washed sy sswel Wi 2x of safurat d_sqdium h en carbonate solution and
2x50cm3 of saturategBF 8|ump(gpnlor|%0e soafI % heﬁ%qmc%ﬁase |§',y(gotreeggara %oulg% aﬁ?er Settling of the
phases has taken pligowasiebwitvab arageicssivnated pvenys ihdite hydwesnehonatedabiipgmeds under
reduced pressure (%Bﬁm%%b@rﬁ'é‘ﬁ&&&ét&j%%@e&@%& Sl dhe %Hﬁe@reﬁesﬁdawm%g iy

chromatography under an argon pressure of 50kPa, on a column of sjlica gel (particle size 40-60 pm;
diameter 2.5 cm), eﬂﬁmgowmmﬂ%%mﬁwgﬁtﬂ@ FARGEIEEh R PRSSIHRE). egipeed

10 pressure (2kPa; 50°C). The residue is purified by chromatography under an argon

pressure of 50kPa, on a column of slica gel (particle size 4060 um; diameter
2.5cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume). The
fractions containing the expected product are combined and evaporated under reduced
pressure (2 kPa; 50°C); the residue is taken up in 10cm® of diisopropy! ether, filtered

15  off on a sinter funnel and washed successively with 10 cm® of diisopropy! ether and
then with 2x5cm?® of ethyl acetate. After drying (90 Pa; 50°C), 320mg of N-[6-[4
(1,1-dimethylethyl) phenyl]- 1H-indazol-3-yl] butanamide are thus obtained in the form
of awhite product melting at 246°C.

1H NMR spectrum (300 MHz, (CDs),SO-d6, d in ppm): 0.99 (t, J = 7.5Hz: 3H); 1.36

20 (s 9H); 1.70 (mt: 2H); 2.41 (t, J= 7Hz: 2H); 7.36 (broad d, J = 9Hz: 1H); 7.52 (d, J
= 8.5Hz 2H); 7.61 (broad s. 1H); 7.66 (broad d, J = 8.5Hz: 2H); 7.85 (d, J = 9Hz:
1H); 10.32 (unresolved peak: 1H); 12.66 (unresolved peak: 1H).

EXAMPLE 48

N 6-bromo-7-amino-1H-indazokl 3-yl]butanamide

25 4259 of ferrous sulphate heptahydrate dissolved in 25cm® of water are added
dropwise to 510 mg of N-[6-bromao 7-nitro- 1H-indazol- 3-yl]butanamide, described in
Example 29, in 20 cm® of ethanol cooled to about 5°C. The temperature rises to about

28°C, the mixture is left stirring for 30 minutes, 5.2cm? of 28% agueous ammonia



25 fractions containing the expected product are combined and evaporated under reduced pressure (2
kPa; 50C) to give O. -coloured crystals, whjch are taken up in 1 i opyl ether,
filtered off and dried@%&@%%@d pressure (90Pa; Wg%3/078403 91 PCT/@@? ) to give
0.47 g of N-[6-[4-(trifluoromethyl)phenyl]-1H-indazol-3-yl]butanamide in the form of white crystals melting
above 260C. Il NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.98 (t, J = 7.5 Hz: 3H); 1.69 (mt:
2H); 2.41 (t, J = 7 Hz: 2H); 7.42 (dd, J = 9 and 1.5Hz: 1H); 7.73 (broad s: 1H); 5 7.85 (d, J = 8.5Hz: 2H);
7.92 (d, J =9Hz: 1H); 7.97 (d, J = 8.5Hz: 2H); 10.37 (unresolved peak: 1H). EXAMBLE 50
N-[6-(4-methyluheny¥& Jjo0 @RS nISi R tHo XS FREHEN 00 2 esrol BT WiibRi £ dmide: 20%5% mg of
4-methylphenylboroaigieatisl atuAdninadre abaiuaidéd cardiethb nirng efs pafladivimgafze tatéuethe firmally 31 mg of

2-dicyclohexylphosphine-2-(N,N- dimethylaminp)biphenyl are added tp 1 g of = . .
- {6anoro-1-12-(r UGS B LKL 1o R S LA i 25,
30cm3 of dioxane, MHecHitdigrésigitisesh Wkt emalobunatbaol fend Hoe it Baerimyassentiatedeta 5

temperature is then giaued tRdetEiic 1esLIE MG Vehd @i $s TREY 8AGHASH redium is diluted
with 75 cm3 of ethyl acetate and filtered through a sinter funnel %%gked with Cefite, and the filtrate is

concentrated to dry/f8d (GRS &80 WaPRds YR 2R 20155 3tk ML BYEH O BAESion are
performed by analogylwith &xpthglewith 25c@0bf saturated sodium chloride solution. The organic

N-[6-(4-methylphenyl)-1-[[2-(trimethylsilyDethoxylmethyl]- 20 1H-indazol-3-yl]bytanamide are obtained in
the form of & ybllow BT RLAR i 00 M s SP5ees. 1 A RIS i ey
8Hz: 2H); 0.97(t, J ="EEIgs uBH phes (et cpapentatedsursiey. redagert RIessureA2kRy; 49%8. (A\fjee 8Hz: 2H);
5.73 (s: 2H); 7432 (OipAAft o8 PS5 CHBE gt (1@t shnd- 7-affite. Hinda8S-8YABtshahudhig: 2H); 7.90

(d, J =9Hz: 1H); 7.92(broad s: _1H%; _
thus obtained in the form of a mauve-coloured solid.

IH NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.65
(mt: 2H); 2.35 (t, J = 7Hz: 2H); 5.47 (broad s. 2H); 6.901 (d, J = 8.5Hz: 1H); 7.00
(d, J=8.5Hz: 1H); 10.18 (broad s. 1H); 12.38 (unresolved peak: 1H).

15 El miz=29% M™"
m/z = 226 [M - C4H60]+'
EXAMPLE 49

N{6-[4-(trifluor omethyl)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl] -1H -
indazol-3-yl]butanamide:

20 775mg of 4trifluoromethylphenylboronic acid, 1.24 g of caesium fluoride, 13.5mg
of paladium acetate and finaly 31mg of 2-dicyclohexylphosphine 2-(N,N-
dimethylamino)biphenyl are added to 1 g of N-[6-chloro-1-[[2-(trimethylsilyl)-
ethoxy] methyl] - 1H-indazol- 3-yl] butanamide, described in Example 25, in 30 cm® of
dioxane. The mixture is then refluxed for 18 hours, the temperature is then allowed to

25 return to room temperature and the reaction medium is diluted with 75cm? of ethyl
acetate, filtered through a sinter funnel packed with Celite and concentrated to
dryness under reduced pressure (2kPa; 50°C). The work-up and the purification are



25 10.46 (unresolved peak: | H). El m/z = 423 M'. m/z = 306 [M - OCH2CH2Si(CH3)3]' WO 03/078403 92
m/z = 295 [M - C6H] il N-16-(4-methylnhenyl)-1 H-indazol3 -yl]butanamid 52 14.6cm3
of tetrabutylammonil\ér@?l]])'(/)&% eozggs a 1M solution in tetra%?/drofuran are adde?lplé)q:il:._jg é%?ﬁdggz
N-[6-(4-methylphenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H 5 indazol3-yl]butanamide, described
previously, in 30 cm3 of tetrahydrofuran. The reaction medium is heated at about 66C for 18 hours and
the heating is then stopped. 75 cm3 of ethyl acetate are added to the reaction medium and the organic
phase is washed with 2x50 cm3 of saturated aqueous sodium hydrogen carbonate solution and then
with 50 cm3 of satuRfEer B§t Y RN BHISATE S dllitibr® Fhb-EPd4niE ThiaeasiMirbrvd ober
magnesium sulphat] Zi{te neslhgiel dpaoexyhakel tp tHyimesgoladd)oeahanede peesisus eotaltéa; MOC). The
residue is purified by chromatography under an ar ressure of 50kPa, on a column of silica gel
(particle size 4(-60 grr]ﬁaq 8@@ gfgf%%?“)',n <T‘Lﬁlljrr\'gt;y v@ﬁétggl ethyl acetate/cyclohexane mixture (70/30 by
volume). The fracti%n)I containing the e>a)ected product are combined and evaporated under reduced 15

pressure (2 kPa; 500, iNR &8am<3RMN Hh (SRaeF3 & diisopBhyt 8PfStivelel 8tfladd washed
successively with 1Ge3 afidisop(eRyE: ether-and thesovit 3x3; o3 ef athyhacatste sEfter deying (90Pa;

50C), 500mg of N-[6:(4-I )Y 1)-1H- indazol3-y||huta ide are ined in the form of a white
product melting at %%é%l%p#ég Ztru@r@@o(#\/ﬁ—li,%ggé)igg-ﬁégz&?ﬁo‘gjp%)g 0. t,ZJ =7.5Hz:
3H); 1.69 (mt: 2H); 287 1973(d); 2-48.5H 2 £H)H8:@H)rdad 10(d)=) 8- z2R)4)8.073ioat: ¢ H):)7.59 (broad
s: 1H); 7.63 (d, J= 8'155?@1@3&9&%&1? ?lH-I)Z 1H); 1Q32 (broad s: 1H); 12.65 (unresolved peak: 1H).

EXAMPLE 51
El miz=477 M*
10 m/iz=360 [M — OCH,CH,Si(CH3)3]*

mz=349  [M — CeH120S]"™

N 6-[4-(trifluoromethyl)phenvl]-1H-indazot3-yl]butanamide:

12.6cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to a solution of 1 g of N-[6[4(trifluoromethyl)phenyl]-1{(2
15  (trimethylsilyl)ethoxy]methyl]-1H -indazol- 3-yl]butanamide in 30cm® of
tetrahydrofuran, and the mixture is heated at reflux for 18 hours. The reaction
medium is diluted with 75 cm® of ethyl acetate and the organic phase is washed
successively with 2x50cm® of saturated sodium hydrogen carbonate solution and
2x50cm® of saturated sodium chloride solution. The organic phase is separated out
20  after settling of the phases has taken place, dried over magnesium sulphate, filtered
and concentrated to dryness under reduced pressure (2kPa; 50°C) to give 0.95 g of a
brown solid. The crude product is purified by chromatography under an argon
pressure of 50kPa, on a column of silica gel (particle size 4060 um; diameter
2.5cm), eluting with a cyclohexane/ethyl acetate mixture (60/40 by volume). The
25  fractions containing the expected product are combined and evaporated under reduced
pressure (2 kPa; 50°C) to give 0.60 g of cream-coloured crystals, which are taken up
in 10cm?® of diisopropy! ether, filtered off and dried under reduced pressure (90 Pa;



25 N-[6-bromo-14[2 -(trimethvlsilvl)ethoxvimethvll-1H-indazol3-vllbutanamide: A solution of 6g of
N-(6-bromo-1H-ind -3- amide, prepared in Exgmple 24, in 50 cm3 5‘_12 | I?] amide, is
added dropwise to %sp%@i%%%f 1.1 g of WO 03/078403 93 PCT/FRO3/OO'}9 ﬂjéo éjgr)rg %%ide at 60%
in oil in 20cm3 of dimethylformamide and cooled to OC, followed by addition of 4.5cm3 of a solution of
2-(trimethylsilyl)ethoxymethyl chloride in 10cm3 of dimethylformamide at 10C, and tir reaction medium is
allowed to return to room temperature. 100 cm3 of ethyl acetate are added to the 5 reaction medium,
followed by washing with 2x50 cm3 of water; the organic phase is separated out after settling of the
phases has taken pRitE) FigYSHEF H\Qbh'é[é‘lﬁ?ﬁ(tgﬂ%%@QMBFE@H%T%B@QP%@&W%@? reduced
pressure (2 kPa; 45@)the tpiue db \WHiretrgatbit ndid reradevpasdect is purified by chromatography under an
argon pressure of 50kPa, on a column of silica gel (particle size 40-60 pm; diameter 10 3.5cm), eluting

with a cyclohexane/gwwhﬁﬁe%@éa@pﬁ%?pjmwg{&%%%%& (i) ¥BWE@9§Q§ fractigns. co;p_ﬁtallré@g the

expected product are concentrated to dryness to

N-[6-bromo-1-[[2-(trifEt Ak B thoky] hdth i H 48 ddof- 3-9ard fedtdanilid)in the (Roeasl o &) off-white
solid. 1H NMR spectrgg)(3Q0-Ms£CRH2PE2 A, S ingpmii Ob1sOH): B8Rg, 35; 1687Hz: 2H);
0.97 (t, J=7.5Hz: 3Hr]);%9i57g§mt: 2H);.2.40 (t, J = 7Hz: 2H); 3.53 (t, J = 8 Hz: 2H); 5.67 (s: 2H); 7.29 (dd,
J=9and 1.5Hz: 1HY"FBIYE B9} 1H): 8.01 (d, J = 1.5Hz: 1H); 10.54 (unresolved peak: 1H). El
m/z=411 M' m/z = 294 [M - OCH2CH2Si(CH3)3]" 20 m/z = 283 [M - C6Hj20Si]'
N-[6-(3.5-dichlorouheXAMPLE Eoimethvisilvl)ethoxvimethvll-1H-indazol-3 vilbutanamide: 0.44 g of
3,5-dichlorophenylboronic acid, 0.64 g of sodium carbonate dissolved in 18cm3 of water and 0.186 g of
tetrakis(triphenylphasgbingYpeltadihenyiie diaditoethyisilvl)ethoxylmethyl]-1H -indazol-3-

yllbutanamide:

10 555 mg of 4-methylphenylboronic acid, 1.24 g of caesium fluoride, 13.5mg of
paladium acetate and finaly 31mg of 2-dicyclohexylphosphine 2-(N,N-
dimethylamino)biphenyl are added to 1 g of N-[6-chloro-1-[[ 2-(trimethylsilyl)-
ethoxy] methy!] - 1H-indazol- 3-yl] butanamide, described in Example 25, in 30 cm® of
dioxane, the mixture is then heated at about 104°C for 5hours 30 minutes and the

15 temperature isthen allowed to return to room temperature over 16 hours. The reaction
medium is diluted with 75cm® of ethyl acetate and filtered through a sinter funnel
packed with Celite, and the filtrate is concentrated to dryness under reduced pressure
(2kPa; 50°C). The work-up and the purification are performed by analogy with
Example 41. 1.1 g of N-[6-(4methylphenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-

20  1H-indazol-3-yl]butanamide are obtained in the form of a yellow oil.

14 NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): - 0.09 (s: 9H); 0.83 (t, J =

8 Hz: 2H); 0.97(t, J= 7.5Hz: 3H); 1.68 (mt: 2H); 2.38 (s: 3H); 2.41 (t, J = 7Hz: 2H);

3.56 (t, J= 8Hz: 2H); 5.73 (s 2H); 7.32 (broad d, J = 8Hz: 2H); 7.44 (broad d, J =

9Hz: 1H); 7.68 (broad d, J = 8Hz: 2H); 7.90 (d, J= 9Hz: 1H); 7.92 (broad s. 1H);
25  10.46 (unresolved peak: 1H).

El mz=423 M"
m/iz=306 [M — OCH,CH,Si(CHa)a]*



25 1 g of N-[6-bromo-I-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide, described
previously, in 30 cm and the mixture is reflyxed for 18 hours. Th um is diluted
with 75 cm3 of ethyl ace&?g%g' @Jg 50 cm3 of water and Véé) 03/078403 94 Pcﬁég@ggl@g}%e medium is
then filtered through a sinter funnel packed with Celite and is concentrated to dryness under reduced
pressure (2 kPa; 50C). The work-up and the purification are performed by analogy with Example 41. 0.90
g of N-[6-(3,5- dichlorophenyl)-1-[(2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide is 5 thus
obtained in the form of a yellow wax. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): -0.09 (s:

9H); 0.85 (t, J = 8 H¥ZF899.99 M 7 Cerlg®Bl 3H): 1.69 (mt: 2H); 2.42 (t, J = 7Hz: 2H): 3.58 (t, J = 8 Hz:
2H); 5.77 (s: 2H); 7.53 (dd, J = 85and15Hz 1H) 766(t J 2Hz: 1H); 7.87 (d, J = 2Hz: 2H); 7.95 (d, J
= 8.5Hz: 1H); 8.14 (bknb BH & 1ol yatdnaAMYeF| m/z = 477 M' m/z = 360 [M -
OCH2CH2SIi(CH3)3]+ m/z = 349 [M - C6HJZOS|] N-[6- (3 5 dlchlorophenyl) IH-indazol3-yllbutanamide 15
11.2cm3 of tetrabutylameadndareflssrigerasehiliv mbﬁtgmaﬁ seinahysivabiran etehgddegan arg of

N[6-(3,5-dichloroph 1- 2 ( imethyl ethyl nda ribed
previously, in 20 cmg%%% rahy Yo rapgj%zggreac%]grﬂ Lﬂr_# g H]ee?ﬁ%%g}/]e%t{ E%Y %ﬁgﬁgﬁ:‘gr 18 hours
and the heatingSs siogpent 3ty Hutaranide3 mmﬂa@r@m@gwhmoagam phigesiy dueishad With 2x50 cm3
of 20 saturated aquegus SORiMAYLIRERA SPERARBS EB R haR e theHERY R sBppaRted

aqueous sodium chloride_solution. The organic phase is dried over magnesium sulphate, filtered and

evaporated under refRIEd HrEEW REFARPER Bty IS '§RGHRY [BECBER B0 6Ails phese is
N-[6-(3,5-dichlorophwastdlivitindazobd? vl sstinaamidacane watainegdrdee datsorafessumieh preduct.

then with 50 cm?® of saturated agqueous sodium chloride solution. The organic phase is

10 dried over magnesium sulphate, filtered and concentrated to dryness under reduced
pressure (2 kPa; 50°C). The residue is purified by chromatography under an argon
pressure of 50kPa, on a column of silica gel (particle size 40-60 um; diameter
2.5cm), eluting with an ethyl acetate/cyclohexane mixture (70/30 by volume). The
fractions containing the expected product are combined and evaporated under reduced

15 pressure (2 kPa; 50°C). The resdueistaken up in 10cm? of diisgoropyl ether, filtered
off and washed successively with 10cm?® of diisopropy! ether and then with 3x3cm®
of ethyl acetate. After drying (90Pa; 50°C), 500 mg of N-[6-(4-methylphenyl)-1H-
indazol 3-yl]butanamide are obtained in the form of a white product melting at
210°C.

20 1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.69
(mt: 2H); 2.37 (s: 3H); 240 (t, J = 7Hz: 2H); 7.31 (d, J = 8 Hz: 2H); 7.35 (mt: 1H);
7.59 (broad s. 1H); 7.63 (d, J= 8Hz 2H); 7.85 (d, J = 9Hz: 1H); 1032 (broad s.
1H); 12.65 (unresolved peak: 1H).

EXAMPLE 51

25 N-6-bromo-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide:

A solution of 6g of N-(6-bromo-1H-indazol-3-yl)butanamide, prepared in Example
24, in 50cm® of dimethylformamide, is aided dropwise to a suspension of 1.1g of



25 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 0.98 (broad t, J = 7.5Hz: 3H); 1.69 (mt: 2H);

2.40 (t, J = 7THz: ZHM?AC%@%%CI J =8.5Hz: 1H); 7.%@, J=WO 03/0784%?%5&3; %(}3/00752 2Hz:

1H); 7.75 (broad s: = 2Hz: 2H); 7.89 (d, 8.5Hz: 1H); 10.37 (unreso veccl) peak: 1H); from
12.70 to 12.95 (broad unresolved peak: 1H). El m/z = 347 M+. m/z = 277 [M - C4CH60]+ 5 EXAMPLE
52 N-[6-chloro-IH-indazol3-vll-3,5-dichlorobenzamide 0.83 cm3 of 3,5-dichlorobenzoyl chloride is added
to 1 g of 6¢chloro- 1H-indazole -3- amine in 15 cm3 of pyridine, after cooling in an ice bath to about 3C,
and the mixture is then stirred for 10 minutes at this temperature and is allowed to return to room 10

temperature over 1SPRYFs YHIRABER Hedium 59 et SHRE AR HR A SOURIER REfuced
pressure (2 kPa; 50€)Iawddhey resititienisofakestmd iof 2bcoiRioh ephy?-@cekaty|aing)2iborydneftylater. The
precipitate formed is filtered .off and.zafter drying, . (90Pa; 50C) mg of . o
N [o-chloro-1H-indasdl SO 415 ekho fip AT B 6, A0 U PR Feting a
about 240C. 15 1H RIMReIpectein (BONMENISDRYPESHOAENS ff Siki) Avetet (9, dlded ©RE 2Hz: 1H):

from 7.50 to 7.65 (Mcghibh ddike; forfofivei - \iddhing (AtksRas nléwa&O R orhanR phike11); 11.06
(broads: 1H). EXAMPLE 53 N-[6-(4-chlorouhenyl)-1-[[2-(trimethylsilvl)ethoxvimethyll-1H-indazol3- 20

yllbutatamide: 512 nigPEleh IREnSBARE RE HRGaPNeses higs EEmIESHh BHEEBIRFYBY mg of
tetrakis(triphenyl)palia@ie ane aolstedtitadd0nipgynédN-{bceramididel{ ressure (2 kPa; 45°C) to give

dioxane, The mixturé B AL o ABE T SR oo e B SR s 2 € Bured to
return to about 19C ReEIG OIS kKPaeoregcadmn of silica gel (particle size 4060 pm; diameter
10 3.5cm), duting with a cyclohexane/ethyl acetate gradient (100/0 to 90/10 by
volume). The fractions containing the expected product are concentrated to dryness to
give 29g o N-6-bromo-1-[[2(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-

yl]butanamide in the form of an off-white solid.

1H NMR spectrum (300 MHz, (CD3):S0-d6, d in ppm): -0.07 (s: 9H); 0.83 (t, J =

15 8Hz 2H); 0.97 (t, J = 7.5Hz: 3H); 1.67 (mt: 2H); 2.40 (t, J= 7Hz: 2H); 3.53 (t, J =
8Hz: 2H); 5.67 (s: 2H); 7.29 (dd, J= 9 and 1.5Hz: 1H); 7.82 (d, J= 9Hz: 1H); 8.01
(d, J=1.5Hz: 1H); 10.54 (unresolved peak: 1H).

El  mz=411 M"
Miz=294 [M — OCH,CH,Si(CH3)q]"
20 mz=283 [M—CeHpOS]"

N 6-(3,5-dichlor opheny)-1-[[2-(trimethylsilyethoxylmethyl]-1H-indazol-3-
yl]butanamide:

0.44 g of 3,5-dichlorophenylboronic acid, 0.64 g of sodium carbonate dissolved in
18cm® of water and 0.186 g of tetrakis(triphenylphosphine)palladium are added to
25 1g of N-[6-bromo-1-[[ 2(trimethylsilyl)ethoxy]methyl]-1H-indazol- 3-yl]butanamide,
described previoudy, in 30 cm® of di oxane, and the mixture is refluxed for 18 hours.
The reaction medium is diluted with 75¢cm?® of ethyl acetate and 50 cm® of water and



medium is diluted with 75 cm3 of ethyl acetate, filtered through a sinter funnel packed WO 03/078403 96
PCT/FR0O3/00752 wj Il concentrated to dryness under reduced pre - 50C). The
residue is taken up in ﬁ@:&%%ethyl acetate and 50cm3 of water. The orgar]?]%lr &gg‘ké}?’s washed again
with 25 cm3 of saturated aqueous sodium chloride solution and then separated out after setling of the
phases has taken place, dried over magnesium 5 sulphate, filtered and evaporated under reduced
pressure (2kPa;50C). The residue is purified by chromatography under an argon pressure of 50 kPa, on
a column of silica gel (particle size 40-60 pm; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate

mixture (80/20 by volEnTBSIHAE BaEE0nE! etaititiPhe SUpecianst obrEEA Y Boliife8EntF evaporated
under reduced pressunee(®riied & ay)ieeO0mg védekst @ ekfure (2 kPa; 50°C). The work-up and the

chlorophenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butangmi re qbftai ip the form of
a yellow wax. 1H Nl&ﬁrﬁslﬁaetc Pué%:ﬂ%ﬁh%‘a @D@T@lggydéw@ #ﬁ%&rﬁ% %q%g&(%a gl—é% (g\al8[]§g3§: 8 Hz: 2H);
0.97 (t, J = 7.5 Hz: Jihlerashenyt) ZH)22tumethy) sHytethoxid el (iH3 ind® o2 difputanaside 281): 7.46

(broad d, J = 9Hz: L) 688 ih Th8 et o ENalotdlwir (d, J = 8.5 Hz: 2H); 7.93 (d, J = 9Hz: 1H); 7.98
(broad s: 1H); 10.49 (unresolved peak: | H). El m/z = 443 M'. m/z = 326 [M - OCH2CH2SIi(CH3)3]' m/z =

315 [M - C6Hj20Si]' -[6-(4-chloro )-1H-j -3-vllbutanamide 9.5 cm3 of tetrabutylammonium

fluoride as a 1M soll}ﬁg%e%?gf% o%{ﬁ%é (e{ggd@é% %?S Wil égg%risg %6% 8 52

[6-(4-chlorophenyl)- 84{2-@rHimedsy (sily Frettiory] -3t thgd (-t a2dB (y [butadHan2ide , 388 takkd previously,

in 20cm3 of tetrahygr,qéu%g, ghfzr§ ' -W%@@H”ﬂ isghen heafed ilf_l?bpélé ﬁngf%'JZSPFBu%nd 25 the
add 40'cm3 of ethyl ¢ ’ '  iS was

heating is stopped to ate. The organic phasg is washed with 2x30cm3 of

I ace
saturated aqueous $8dilim Bydrabn Eg\é’o(ﬂﬂalés%ﬁﬁiﬁnl d&Adr{broad s: 1H);10.51 (unresolved
10 peak: 1H).

El miz=477 M™"
miz=360  [M — OCH,CH,Si(CHg)s]"
miz=349 [M — CgH,0S]™

N6-(3,5-dichlor ophenyl)-1H-indazol3-yl]butanamide

15 11.2cm® of tetrabutylammonium fluoride as a 1M solution in terahydrofuran are
added to 1g of N|[6-(3,5dichlorophenyl)-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazok 3-yl]butanamide, described previoudly, in 20 cm?® of tetrahydrofuran, the
reaction medium is then heated at about 65°C for 18 hours and the heating is stopped
to add 75cm® of ethyl acetate. The organic phase is washed with 2x50 cm® of

20 saturated agueous sodium hydrogen carbonate solution and then with 50 cm® of
saturated agueous sodium chloride solution. The organic phase is dried over
magnesium sulphak, filtered and evaporated under reduced pressure (2 kPa; 50°C).
After drying (90 Pa; 50°C), 290 mg of N-[6-(3,5-dichlorophenyl)-1H-indazol-3
yl]butanamide are obtained in the form of a white product.

25 1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (broad t, J = 7.5Hz:
3H); 1.69 (mt: 2H); 2.40 (t, J= 7 Hz: 2H); 7.40 (broad d, J = 8.5Hz: 1H); 7.63 (t, J=



with 30cm3 of saturated aqueous sodium chloride solution. The organic phase is WO 03/078403 97
PCT/FR0O3/00752 dri nesium sulphate, filter r%Iand evaporated un r % fq% ssure (2
kPa; 50C). After dry}/r?g)(%%ﬁgg%@gbq, 238 mg of N-[6-(4§ lorophenyl)-1H- indgg:él-égy %’u a#’raf;nide are
obtained in the form of a beige-coloured powder. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm):
0.98 (broad t, J = 7.5Hz: 5 3H); 1.68 (mt: 2H); 2.40 (t, J = 7Hz: 2H); 7.35 (broad d, J = 8.5Hz: 1H); 7.55
(d, J=8.5Hz: 2H); 7.64 (broad s: 1 H); 7.77 (d, J = 8.5 Hz: 2H); 7.88 (d, J = 8.5 Hz: 1 H); 10.34
(unresolved peak: 1H). El m/z=313 Mt m/z = 243 [M - CACH60]' 10 EXAMPLE 54
N-[6-chloro-IH-indazbzviben2énétietiah i dé iftol Gatetard D: 8885 oF ByeBeititark®yY chioride is
added to 1 g of 6-ch{omeesdlkiotarole) 3framirE7mtd 32ros (bf qarichiresoladtepeiolirgy. to about 5C, and the
mixture is then allowed to return to room temperature over 18 hours. The reaction medium is then 15
concentrated to dryigss upgerreguced pressure (2kPa; 45C) and then taken up in 25 cm3 of ethyl
acetate, 25 cma3 of water and 10 cm3 of tetrahydrofuran. The organic phase separated out after settling
of the phases has tarlﬁfzzn :pé%e is Y\\ha§ia.?gly|v 25 cm3 of water and then with 25 cm3 of saturated
aqueous sodium chloride squtioL; aftef “di§ing over magnesium sulphate, filtering and concentrating to
dryness under reduced 20 IiE)ressure (2kPa; 50C), the residue is purified by chromatography under an
argon pressureXof ; olumn of silica gel (particle size 15-40 pm; diameter 4 cm), eluting with
a dichloromethane/methanol mixture (97/3 by volume). The fractions containing the expected product are
combined and evapdlftechlg 2ddaeol BrndbSuieli €Al @RheBB@IdENhe impure product obtained is
repurified by HPLC (Hypurity; C18, 25 5m column; length 50 mm, diameter 21 mm, eluent:
acetonitrile/water gragieniniof955@i2hE hev@naalotdeidinitied:03% bifsipiopsatic aritidlay rate

amine in 15cm?® of pyridine, after cooling in an ice bath to about 3°C, and the mixture

mMddiHaedaarol-§

is then stirred for 10 minutes at this temperature and is allowed to return to room

10 temperature over 18 hours. The reaction medium is then concentrated to dryness
under reduced pressure (2 kPa; 50°C) and the residue is taken up in 25cm?® of ethyl
acetate and 25cm® of water. The precipitate formed is filtered off and, after drying
(90 Pa; 50°C), 700mg of N6-chloro 1H-indazol-3-yl] -3,5-dichlorobenzamide are
obtained in the form of a white solid melting at about 240°C.

15 14 NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 7.15 (dd, J = 8.5 and 2Hz:
1H); from 7.50 to 7.65 (mt: 2H); 7.72 (d, J = 8.5Hz 1H); 7.79 (broad s. 1H); 7.90 (d,
J=8.5Hz: 1H); 11.06 (broad s. 1H).

EXAMPLE 53

N {6-(4-chloropheny)-1-[[2-(trimethylsilyl)ethoxylmethyl]-1H-indazol 3-
20 yllbutanamide:

512 mg of 4chlorophenylboronic acid, 578 mg of potassium carbonate, and 167 mg
of tetrakis(triphenyl)palladium are added to 900mg of N-[6-bromo-1{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide, described in Example
51, in 40 cm® of dioxane. The mixture is then heated at about 104°C for 2hours and
25 the temperature is alowed to return to about 19°C over 16 hours. The reaction
medium is diluted with 75 cm® of ethyl acetate, filtered through a sinter funnel packed



10cm3/min). After concentrating the fractions containing the expected product, and WO 03/078403 98
PCT/FR03/00752 af\t@b%g) %%)Pa; 50C), 200mg of Nggchloro- 1H-indazol-%-%yﬁl&?%ﬁwropanamide
n Spec

trifluoroacetate are obtaine e form of a white solid “melting at 224C. 1H rum (300 MHz,
(CD3)2S0-d6, Sin ppm): 2.73 (t, J= 7.5 Hz: 2H); 2.97 5 (t, J= 7.5Hz: 2H); 7.06 (dd, J =9 and 1.5Hz: 1H);
from 7.15 to 7.40 (mt: 5H); 7.51 (d, J = 1.5Hz: 1H); 7.77 (d, J = 9 Hz: 1H); 10.44 (broad s: 1H).
EXAMPLE 55 N-[6-(4-ethvluhenvD-1-[[2-(trimethvlisilvl)ethoxvimethvll -1H-indazol-3- vllbutanamide 10
612 mg of 4-ethylphenylboronic acid, 1.24 g of caesium fluoride, 13.5 mg of palladium acetate and finally
31 mg of 2-dlicycloh 4B BRI PTG Ktk iR Gy B KBTI RESRR s PPl ) The
N-[6chloro-1-[[2-(trimeitiydsily Kekeithopyimeshigih’Lbf -tz ebeBayd | budabtmitief desariliee iorgaxample 25, in

30cm3 of dioxane, and the miXtéJd’e is the%rsguxgd for 1rgpeﬁurs. Ther iactioHI m.ediurp{lso 15 ailuted with
il h Ce

50cm3 of ethyl acet® easa?r%a\%ﬁ&mf%a*r\]/vvgter ﬁrgre% Pﬁtr%ug FERE uHﬁnefpglEEggo Wi ite and the

filtrate is concentratéftosengigtassouhakserrsetlioe @f Hre phases (k RESHOEYE TdiedvR-Dpened Whe purification
are performed by angjQay < MifeFeamPLS dhbr A &EURERA ST M SRIS RIIDIRRRUIP O TPRYEHGEY HPLC

(Hypurity; C18, 5m column; Ienlgr‘)th 50 mm, diameter 21 mm, eluent; 20 acetonitrile/water containing
0.05% trifluoroaceti®ASE R R AP HRTE B B8RRI & Pt B L8158 BRI NG he expected
product and drying (§9Rparitle) s 244078 qiim; diameter 2.5cm), eluting with a cyclohexane/ethyl

N-[6-(4-ethylphenyl)-1-[[2-(trimethylsi tho ethyl]-1H-indazol-3-.yllhutanamide are obtained in the
form of a yellow oil. er%ega%r(rg ' J%ﬁﬁ?&%@g i?’é)c%r%i tfﬁ%]frr]%cytog?e%qn%nMdl?He expec{e(?pro uc?are

N-[[6_-(4-_ethv|phenvlmbji?@aﬂlﬂ-@W@W@@@dmmﬁﬁ%\bﬁﬂ/m&@@mqmbNd@éé a 1M
solution in tetragydrefsRIHIRAS)1)-1- [[ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol- 3 yl]butanamide are

obtained in the form of ayellow wax.

IH NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): -0.09 (s: 9H); 0.83 (t, J =
8Hz: 2H); 0.97 (t, J= 7.5Hz: 3H); 1.68 (mt: 2H); 2.41 (t, J = 7Hz: 2H); 3.56 (t, J=
8Hz: 2H); 5.73 (s. 2H); 7.46 (broad d, J = 9Hz: 1H); 7.58 (d, J = 8.5Hz: 2H); 7.81

15 (d, J=85Hz 2H); 7.93 (d, J = 9Hz 1H); 7.98 (broad s. 1H); 10.49 (unresolved
peak: 1H).

El m/z = 443 M*
m/z=326  [M — OCH2CH2Si(CHz)3]*
miz=315 [M — CeH0S]"

20  N-6-(4-chlorophenyl)-1H -indazol-3-yl]butanamide

9.5cm? of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to a solution of 600 mg of N-[6-(4-chlorophenyl) - 1-[ [ 2-(trimethylsilyl)ethoxy] -
methyl]- 1H-indazo} 3-yl]butanamide, ~ prepared  previoudy, in 20cm®  of
tetrahydrofuran, the reaction medium is then heated at about 65°C for 18 hours and
25  the heating is stopped to add 40 cm® of ethyl acetate. The organic phase is washed
with 2x30cm? of saturated agueous sodium hydrogen carbonate solution and then

with 30cm?® of saturated aqueous sodium chloride solution. The organic phase is



added to a solution of 240mg of N-[6-(4-ethylphenyl)-1-[[2-(trimethylsilyl)ethoxy] WO 03/078403 99
PCT/FRO3/OO752 ﬂ)l? é%%azols yl]butanamide, cribed previously, n&,é(il ghot%ﬁahydrofuran
The medium is then maintained at 67C for 17 hours, and the resulting mixture is'then wed to return to
room temperature and 50cm3 of ethyl acetate are added. The organic phase is washed with 2x50cm3 of
saturated aqueous 5 sodium hydrogen carbonate solution and with 2x50cm3 of water, separated out after
settling of the phases has taken place, dried over magnesium sulphate, filtered and concentrated to
dryness under reduced pressure (2kPa; 45C). The residue is purified by chromatography under an argon

pressure of 50kPa, GHH HEMMBNEHIER GuIP(FSiEIES2 200 - 8PP HIERE r 'ehIe5H) PERHIRY with a
cyclohexane/ethyl a¢ekme B0 Tyx it e Gy b@@@'@hm%)CThEﬁBm;jmﬂ%@&(@dM‘@dbl@e&Npeﬂed product

are combined ande or underr duce kPa; 50C). The re is,taken up in 10cm3 of
R A R RS T B

diisopropyl ether, filtere a 'SRIRARS was USRS of ethyl acetate and
then with 10cm3 of diisopropyl ether. After dryi OPa; 50C), 80 mg of
N-[6-(4-ethylphenyl)- %@U%(ﬁﬂgmr{m)a‘?@ (ﬂgitaqrﬁ@d)ﬂmihg B hrepd Wwhite SefidFmelting at

31503 lBHHI;“\/lngp(e 9M by, 640 25O7¢6: Bi): P8 ) HPoSfdbﬂGagléH% =71M3)g|7155 @)=L 234; H(; %‘59
Z: 0 t:

(broad s: 1H); 7.6 %ﬁi% é@ %ﬁ:&t’r%ﬂ) %@51 %d% &99i| 8 ’% Z%_@l (u%n@Sglve% 6!% %ﬂ) 12.65
(unresolved peak: 20.BHjuriEe6alvEa lpEak61N)[6-(4,4,5,5 -tetramethvl[1,3,2]dioxaborolan-2-vl)-1-[[2-
(trimethvisilvl)ethoxvimethvll-l H-indazol3-vllbutanamide: 766 mg of bis(pinacolato)diborane, 917 mg of

caesium fluoride, then 9.9 g 985125 palgdium acetate and finally 23.6 mg of 2-
dicyclohexylphosphine-2-(N,N dimethylamino)diphenyl are added to 740 mg of N-[6-chloro- 1-[[2-

mz=243  [M - C,CHOJ"

10 EXAMPLES4

N 6-chlor 0-1H -indazol3-vllbenzenepr opanamide trifluor oacetate

0.88cm® of hydrocinnamoy! chloride is added to 1g of 6-chlore 1H-indazole -3
amine in 15cm?® of pyridine, after cooling to about 5°C, and the mixture is then
allowed to return to room temperature over 18 hours. The reaction medium is then
15  concentrated to dryness under reduced pressure (2kPa; 45°C) and then taken up in
25cm® of ethyl acetate, 25cm® of water and 10 cm® of tetrahydrofuran. The organic
phase separated out after settling of the phases has taken place is washed with 25 cm®
of water and then with 25cm® of saturated agueous sodium chloride solution; after
drying over magnesium sulphate, filtering and concentrating to dryness under reduced
20  pressure (2kPa; 50°C), the residue is purified by chromatography under an argon
pressure of 50 kPa, on a column of silicagel (particle size 15-40 um; diameter 4 cm),
eluting with a dichloromethane/methanol mixture (97/3 by volume). The fractions
containing the expected product are combined and evaporated under reduced pressure
(2 kPa; 50°C). The impure product obtained is repurified by HPLC (Hypurity; Css,
25  5um column; length 50 mm, diameter 21 mm, eluent: acetonitrile/water gradient
(5/95 to 95/5 by volume) containing 0.05% trifluoroacetic acid; flow rate

10cm®min). After concentrating the fractions containing the expected product, and



(trimethylsilyl)ethoxy]methyl]-1H-indazol3-yl)butanamide, described in Example 25, in 25 cm3 of dioxane.
The medium is reflu r urs and is then allowed to return to room te r 0 cm3 of
ethyl acetate and 506\2{:}1@% c/) wa %r are added. WO 03/0%403 100 PCT/FRO3I}ECJ)%%@§J Q?(e&r?#f ering the
reaction medium through a sinter funnel packed with Celite, it is washed with 2x50 cm3 of water. The
organic phase is dried over magnesium sulphate, filtered and then concentrated to dryness under
reduced pressure (2 kPa; 45C). TIE residue is purified by chromatography under an argon pressure of
50kPa, on a 5 column of silica gel (particle size 40-60 pm; diameter 3 cm), eluting with a
cyclohexane/ethyl a88ate rAi¥ti¥e (802FPby vetlime). THROECtioRs coNdfihtPtRdHelkpigetsdproduct are
combined and evapgijkedensolepseanicectpilessiutettikBe boahetb igivttecBHrmagfod white solid
N-[6-(4,4,5,5-tetrametg}{ﬂi,/%,%gj,%xaboroIan-2-y|)-1-[[2-
(trimethylsilyl)ethoxyr?me -IH-indazol-3-yl]butanamide in the form of a yellow 10 oil. 1H NMR
spectrum (300 MHzl(CD3 2S0-d6, Sin ppm): -0.09 (s: 9H); 0.82 (t, J = 8 Hz: 2H); 0.96 (t, J = 7.5 Hz:
3H): 1.34 (s: 12H); T NMR PestromEBe0 Y Bz 1(zPapR-do58 iR pm)sfi23 S /PR 2 2989 (d, J =
12N - OCH2CHZA A 7 S A COLOR i S, SO o TAS e =
- I ' = - il miz = - '
N-[6-(4-uvridvl)-1-[[ fi#%&ﬁd%éﬁﬁ’i&”ﬂﬁgfnw -ﬁﬂh&%ﬂzﬁ- o5 Sibtanamide: 246 mg of
4iodopyridine, 10cm3 of water, 201 mg of sodium carbonate and 69mg of
tetrakis(triphenylphdspAilvE}p&la%lium are added to 320mg of N-[6-(4,4,5,5- tetramethyl[ 1,3,2]
dioxaborolan-2-yl) -1-[ [ 2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide, described previously,
in 20 cm3 of dioxangl Jeusedighenigl)-1-[[2-(trimethylsilyl)ethoxy]lmethyl] -1H -indazol-3-

yllbutanamide

10 612mg of 4-ethylphenylboronic acid, 1.24g of caesium fluoride, 13.5mg of
paladium acetate and finaly 31mg of 2-dicyclohexylphosphine 2-(N,N-
dimethylamino)biphenyl are added to 1g of N-[6-chloro-1-[[2-(trimethylsilyl)-
ethoxy] methyl] - 1H-indazol- 3-yl] butanamide, described in Example 25, in 30 cm® of
dioxane, and the mixture is then refluxed for 16 hours. The reaction medium is

15  diluted with 50cm® of ethyl acetate and 50 cm® of water, filtered through a sinter
funnel packed with Celite and the filtrate is concentrated to dryness under reduced
pressure (2 kPa; 50°C). The work up and the purification are performed by analogy
with Example 41. The product, which is still impure, is repurified by
HPLC (Hypurity; Cig, 5um column; length 50 mm, diameter 21 mm, eluent:

20  acetonitrile/water containing 0.05% trifluoroacetic acid; flow rate 10cm®/min). After
concentrating the fractions containing the expected product and drying (90 Pa; 45°C),
240 mg of N-[6 (4ethylphenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-
yl]butanamide are obtained in the form of a yellow oil. The product is used directly in
the next step.

25 N-[6-(4-ethylphenyl)-1H -indazol-3-yl]]butanamide:

3.3cm® of tetrabutylanmonium fluoride as a 1M solution in tetrahydrofuran are
added to a solution of 240 mg of N-[6-(4ethylphenyl)-1-[ [ 2(trimethylsilyl)ethoxy] -



25 refluxed for 20 hours, the mixture is then allowed to return to room temperature and 50 cm3 of ethyl
acetate and 50 cm3 fﬁ"ﬁﬁ?i added. The combined grganic phases are gﬁ% %@9%% m3 of
distilled water and tk\l}(ea/n Wi hl%%csrsnS of saturated aqueouaéwo 03/078403 102%? / \g 52 sodium
chloride solution, and then dried over magnesium sulphate, filtered and concentrated to dryness under
reduced pressure (2kPa; 45C). The residue is purified by chromatography under an argon pressure of

50kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5 cm), eluting with a
cyclohexane/ethyl acetate 5 mixture (70/30 by volume). The fractions containing the expéacte(f:l product are
0

combined and evap8igdJRaEIdaRat ¥t Plasanide 2 IgSEHGe). PERE N-[B-(420 om
pyridyl)-1-[[2-(trimethytailytetacxy ] Miethykedldraird athoh Inalinsitaiaani ¢z @ e ophianeasinathte tferm of a

yellow oil. 1H NMR spegtrum (300 MHz, (CD3)2S0O-d6. Sin ppm); -0.10 (s; 9H): 0.83 ¢t. J = 10 8 Hz: 2H);
008 (9= 7.5 He: PTG B4 (s et Grghu [ WA ety e e poier iyt o7
(broad dd, J = 8.5 afeetEezareydeisThe asaents, hased Hivasher Wi th 280 gre’ @fcslgralad amiadigbroad s:

1H); 8.70 (broad d, & Zyadhe d Sapsofidiy SSOMMSFRg Rl blsde P/ de Mépa add/éut £3 M -
OCH2CH2SIi(CH3)3]+ m/z =282 [M - C6H€‘h03|]+ N-[6-(4-uvridyl)-1 H-indazol3-vllbutanamide: 4.1cm3
I

of tetrabutylammoniSfil fil9oridbe:8 5 iGHEM RPee L RYRI BRGNS Uiy slg e dbtery! gnd

N-[6-(4-pyridyl)-1-[[Z¢Hienatapdsity eiex yimet sl cddHprédnada ey ran aeide dateisqsibidgreviously, in
20 cm3 of tetrahydr%fur th ium is maintained at 67C %‘%011{ hours and is thqn éxllowe to return to
of’s

oy IR AR A i
room temperature to’a C t y acetate an cm

| _ _ _ a_ﬁ?’a?gdaaa%lé@ﬂsoso ium- hydrogen
carbonate solution. TeEigRyaAR4heSdis; viashrier WiltHD eHBnerwifupateeioaryee/addorieiaiechloride
solution and they with aReMGOEVHE vETRR)OVAe fractions containing the expected product are

combined and evaporated under reduced pressure (2kPa; 50°C). The residue is taken

up in 10cm® of diisopropyl ether, filtered off on a sinter funnel and washed

successively with 2cm? of ethyl acetate and then with 10cm?® of diisopropy! ether.

After drying (90Pa; 50°C), 80mg of N-6-(4ethylphenyl)-1H-indazol-3
15 yl]butanamide are obtained in the form of a white solid melting at 210°C.

1H NMR spectrum (300 MHz, (CD3),SO-d6, din ppm): 0.98 (broad t, J = 7.5Hz:

3H); 1.24 (t, J= 7.5Hz 3H); 1.68 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 2.67 (q, J =

7.5Hz: 2H); from 7.30 to 7.40 (mt: 3H); 7.59 (broad s. 1H); 7.65 (broad d, J = 8Hz:

2H); 7.84 (d, J = 9Hz: 1H); 10.31 (unresolved peak: 1H); 12.65 (unresolved peak:
20 1H).

EXAMPLE 56

N-[6-(4.45.5 -tetramethyl[1.3.2]dioxabor olan-2-yl)-1-[[2-

(trimethvlsilyDethoxylmethyl]-1H-indazol3-yl]butanamide:

766 mg of bis(pinacolato)diborane, 917mg of caesium fluoride, then 9.9mg of
25 paladium acetate and finally 23.6mg of 2-dicyclohexylphosphine 2-(N,N-
dimethylamino)diphenyl ae added to 740mg of N-6-chlorol1{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl)butanamide, described in Example
25, in 25 cm® of dioxane. The medium is refluxed for 20 hours and is then allowed to

return to room temperature and 50cm? of ethyl acetate and 50cm® of water are added.



25 magnesium sulphate, filtered and concentrated to dryness under reduced pressure (2 kPa; 45C). The
residue is purified b r phy under an argon pressure of 50 kPa, o Jica gel
(particle size 4(-60 é\rrﬁ&é?ggﬁ?%%cm), eluting WO 03/078403 102 PCT/FROQ?%%W@ fﬁgyl acetate.
The fractions containing the expected product are combined and concentrated to dryness under reduced
pressure (2kPa; 50C). The residue is taken up in 10cm3 of diisopropy! ether, filtered off on a sinter funnel
and then washed successively with 5cm3 of ethyl acetate and with 10 cm3 of diisopropyl ether. After 5
drying (90Pa; 50C), 60mg of N-[6-(4-pyridyl)-1H-indazol-3-yl]butanamide are obtained in the form of a
white solid melting &t B80T PONREFRESHRRTRYIDANAHET et BNe eRaskeb ). P8 ! $= 7.5 Hz:
3H); 1.69 (mt: 2H); Riabfett with Zk6: A )of Ivaiér( ek gbthi dphdBeaindirietiav e agheuth eobuhale ) =6 Hz:

2H); 7.81 (broad s: : 7,93 (d, J=9Hz: 1H): 8.67 (broad d. J = 6Hz: 2H); 1 .3 resolved peak:
11, 12.84 (broad = LHFEERA L BBt B R e s R e S R phace
heptahydrate dissolvesdie 5eapHBftsnby \eatematagradaedindes Fblergen oreeos b Banproa
1H-indazol3-yl|autangmide fegauReghin GaaawIs A5 £36 BREMBRlaIhanal theumitukgs gtirred for 30
minutes at room temperature, 24cma3 of 28% aqueous ammonia are added and the mixture is then

refluxed for 2 hoursYHPRRIAGESHY ASRiEJUX WIS HRMES Dve \RHBE) ahtPHEGHRREFANGSING!Sor a further
10 minutes. The presipéate fsdilterascafbimiiitecwid eveporitde Lfideneidpeak prkswith (Ckiite 50Teed with

methanol until the filfrate is coloyrless, and tr 0.20 dr nder reduced pr. re (2kPa;
50C). The residue ist(%akg'r\}/%p f?]éqé?ﬂ:mgqofqgﬂ%e@ié{;é%%ee& é%ﬁgymﬁagl% %8?%23'1? s%ﬂ?ﬁated
aqueous sodium chidrietsdlyioethphdrosdutidphiadezes Separaaaming Hittesermef o e Phases has

taken place, digd qyer magnesium sulphate, filtered and concentrated to dryness under reduced
pressure. After drying (90 Pa; 50C) 870mg of N-(5-amino-IH-indazol-3-

IH NMR spectrum (300 MH z, (CD3)2SO-d6, d in ppm): -0.09 (s: 9H); 0.82 (t, J =
8Hz: 2H); 0.96 (t, J = 7.5Hz: 3H); 1.34 (s. 12H); 1.67 (mt: 2H); 2.40 (t, J = 7THz:
2H); 3.50 (t, J= 8Hz: 2H); 5.71 (s: 2H); 7.39 (d, J = 8.5Hz: 1H); 7.83 (d, J = 8.5Hz:
1H); 7.97 (s: 1H); 10.45 (unresolved peak: 1H).

15 El miz=459 M™"
m/z=342  [M — OCH,CH,Si(CHg)3]"
m/z=331 [M — CgH 091"

m/z=272  [342- C4H]"

N-[6-(4-pyridyD-1-[[2-(trimethylsilyD)ethoxylmethyl] -1H -indazol-3-

20 yllbutanamide:

246 mg of 4iodopyridine, 10cm? of water, 201 mg of sodium carbonate and 69 mg
of tetrakis(triphenylphosphine)palladium are added to 320mg of N-[6-(4,4,5,5
tetramethyl[1,3,2]dioxaborolan-2-yl) -1 [ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazok 3-yl]butanamide, described previously, in 20 cm?® of dioxane. The medium is
25  refluxed for 20 hours, the mixture is then allowed to return to room temperature and
50cm® of ethyl acetate and 50 cm?® of water are added. The combined organic phases
are washed with 50cm?® of distilled water and then with 50cm?® of saturated agueous



25 yl)butanamide are obtained in the form of a purple powder. 1H NMR spectrum (300 MHz,
(CD3)2S0-d6, Sin w J =7.5Hz: 3H); 1.66 (mt: 2H); 2.34 (broad = : . 4.82
(unresolved peak: 2H); 603 road s: WO 03/078403 103 PCT/FR03/00752 %%T/gg&(gé}' =9 and 2Hz:
1H); 7.15 (d, 7= 9 Hz: 1H); 9.92 (unresolved peak: 1H); 12.13 (unresolved peak: 1H). El m/z=218 Mt m/z
= 148 [M - C4CH60]' 5 m/z = 43 [C3H7]' EXAMPLE 58
N-[5-bromo-6-chloro-1-[[2-(trimethylsilvl)ethoxvimethyll-IH-indazol-3- v1lbutanamide 0.22cm3 of pyridine
is added to 1 g of N-[6-chloro- 1-[[2- 10 _(trimethylsiIyI)e_thoxy]methyl]-l_H-indazoI-S-%abutanamide,
described in ExampRRPYMirFAISEAR: B EIN0r St F0I SIFE 8§ SHaI6R WF 4/ BEAES S ErethE. The
mixture is stirred forcodbarseat 3Q5;Hekameas daddipossfoQRURS a5°)chiur oesetieas eurifidd0cm3 of
saturated aqueous %odl%rp s%l(g)r}atﬁﬁollglon. After stlré‘lgg é‘oor]c ]b%i%utes thq msolgbl .matgrlal is

removed by filtration on A Siter her afd ﬂﬁ%ograranlc phase agﬂeadcvc\)/iltjﬁ‘gdJ emaBt Laturated

aqueous sodium chiemitielesaleidh-6Pnentrd@neighaben sepanatett v atciflonexan /iyt eset@hases has
taken place, drigd oygrmageenhyWhae). fitREed 2R8 RoBeRANRISANe dRpRasS HidaEepkiced

pressure (2kPa; 45C). The residue is purified by chromatography under an argon pressure of 50 kPa, on
a column of silica g&lPARRI Y Y ROGEHHISH EIHARAESF SHEA KERtRRWithR Y Qb RElG & ethy
acetate mixture (80/g@ibyl) v (@) mEte Eiagliahexghnteini PaHhe xR statbpradittieseecombined and
evaporated under re lél%%g .pr)]r%ssfure @kgae'“(S)O%i After drying (90Pa; 45C), 940mg of N-[5-
bromo-6-ch|oro-1-[[£— rlmetlhy s?ly?fg}hoxﬂ/me%y jilH-indazol-3-y|]butanamide are
14 NMR spectrum (300 MHz, (CD3)-SO-d6, d in ppm): -0.10 (s: 9H); 0.83 (t, J =

10 8Hz 2H); 0.98 (t, J = 7.5Hz 3H); 1.69 (mt: 2H); 2.42 (t, J = 7Hz: 2H); 3.57 (t, J=

8Hz: 2H); 5.76 (s: 2H); 7.57 (broad dd, J = 8.5 and 1Hz: 1H); 7.82 (broad d, J =

6 Hz: 2H); 7.98 (d, J= 8.5Hz: 1H); 8.16 (broad s. 1H); 8.70 (broad d, J = 6Hz: 2H);

10.52 (unresolved peak: 1H).
El miz=410 M"

15 m/z=293 [M —OCH2CH2Si(CHa)3]*
miz=282 [M — CgH0S]™

N{6-(4-pyridyl)-1H-indazok3-yl]butanamide:

4.1cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 280mg of N-[6(4pyridyl)-1-[[2 (trimethylsilyl)ethoxy]methyl]-1H-
20  indazol3-yl]butanamide, described previously, in 20 cm® of tetrahydrofuran, the
medium is maintained at 67°C for 17 hours and is then alowed to return to room
temperature to add 50cm® of ethyl acetate and 50 cm® of saturated aqueous sodium
hydrogen carbonate solution. The organic phase is washed with 50 cm® of saturated
aqueous sodium chloride solution and then with 50cm® of water, dried over
25 magnesium suphate, filtered and concentrated to dryness under reduced pressure
(2 kPa; 45°C). The residue is purified by chromatography under an argon pressure of

50 kPa, on a column of silica gel (particle size 40-60 um; diameter 2cm), eluting



obtained in the form of a white solid melting at 130C. 25 1 H NMR spectrum (300 MHz, (CD3)2S0-d6, S
in ppm): -0.08 (s: 9H): = 8 Hz: 2H); 0.95 (t, J =.£.5 Hz: 3H); 1.66 (m{; ; =7.5Hz:
2H): 3.52 (t, J =8 H\zhé)}gﬁ%g%éo?s 2H): 8.13 (s: 1H): 8.]59%(5: 1H): 10.67 (brok@%@é&?@gymsms
104 N-(5-bromo-6-chloro-1 H-indazol-3-vl)butanamide: PCT/FR03/00752 12.6cm3 of tetrabutylammonium
fluoride as a 1M solution in tetrahydrofuran are added to 940mg of
N-[5-bromo-6-chloro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide, described previously,
in 30 cm3 of tetrahydrofuran The 5 medium is then maintained at 67C for 19 hours and is then allowed to
return to room temp¥tatERY aARFEEC M Jf RISt g dNs fRfRECeth R Y rREe AR\ S hed with
2x50cm3 of saturatedragneasus sodivimash sy eedoest pnaseirso(2kPa S0Cihanhevidh dbOisraRepf saturated
aqueous sodium chloride solution, dried over magngsiu Iphate, filteyed and then concengrated to
dryness under reduéjgd'%rg(zgrﬂreozzgu?%a%ll4§b??’ﬁwer resPcsiﬁeBrfsapﬂrl |eé%]93char%drqu%%gvrvéﬂp?eile§}under an
argon pressure of SEUFEES \RyandEIbRM opfsiiby gestaimane iy d0mnd Of i seneapwteing  SAJSY, eluting with

a cyclohexane/gthyaceiateoptue €5 O/iGPnRY ¥e!NpeX4ThgiHArdAns ¢ oiainngRRafideesied product
are combined and evap_oraEted under eruce_d pressgpr?((zég E;]‘S;SF%)C) and th?yensidue is taken up in 15

; : _ a, 5l
cm3 of diisopropy! ePREINFRENE S PTANNET SPHAPRUIAARIEShed successively with 5cm3 of ethyl
acetate and then with 2x10cm3 of diisopropyl ether. After drying (90Pa; 50C), 460mg of

N-(5-bromo-6chloroH-NtRgostyiyb(Ra0 M hizld Ge)Sttedfiedli nppre) fora9 ¢f 4 wWhielzclid)niefdng at 250C.
1H NMR spectrum ( 3 P i ; (= . 3H); 2 2H); 2.40 (t, J =
7Hz: 2H); 7.77 (s: 1H P 8%@12}%3 3%%39 %Fﬁézgzy%%z ! %C_) %I%’ér%% 253532[%%%%% %’bf?oad
unresolved peak: 1H)0ER QP E85¢0kas Ao (1Rt 27084 Withitiherethfdxabhlde2id)64 cm3 of
2-thiophenecanonyhgh®(igfeisiaed pesko 1Hy; abGahiered sHrydazole -3-

EXAMPLE 57

N -(5-amino-1H-indazol3-yl)butanamide:

20 g of iron sulphate heptahydrate dissolved in 50cm® of hot water are added to a
solution of 2.05g of N-[5-nitro 1H-indazol 3-yl]butanamide, described in Example
15 23, in 80cm® of ethanol; the mixture is stirred for 30 minutes at room temperature,
24cm® of 28% agueous ammonia are added and the mixture is then refluxed for
2 hours, 10 cm® of 28% agueous ammonia are added and the mixture is stirred for a
further 10 minutes. The precipitate is filtered off while hot, on a sinter funnel packed
with Celite, rinsed with methanol until the filtrate is colourless, and concentrated to
20  dryness under reduced pressure (2kPa; 50°C). The residue is taken up in 100cm® of
ethyl acetate and is washed with 50cm® of saturated aqueous sodium chloride
solution. The organic phase is separated out after settling of the phases has taken
place, dried over magnesium sulphate, filtered and concentrated to dryness under
reduced pressure. After drying (90 Pa; 50°C) 870 mg of N-(5-amino-1H-indazol-3-

25  yl)butanamide are obtained in the form of a purple powder.

1H NMR spectrum (300 MHz, (CD3)2S0-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.66
(mt: 2H); 2.34 (broad t, J = 7Hz: 2H); 4.82 (unresolved peak: 2H); 6.70 (broad s:



amine in 15 cm3 of pyridine, after cooling to about 6C with an ice bath, the reaction 25 medium is then

allowed to return to ture over 17 hours a oncentrated to dry, #E%jﬁ ced
pressure (2kPa; 45 ,egé he rgjslidue is then taken u&%gzo cm3 of ethyl ace'gg?z, (:(:Br(lf of water and

20 cm3 of saturated aqueous sodium chloride solution. The organic phase is separated out after settling
of the phases has WO 03/078403 105 PCT/FR03/00752 taken place, dried over magnesium sulphate,
filtered and concentrated to dryness under reduced pressure (2kPa; 45C), and the residue is then
purified by chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle size
15-40 prm: diameter Sainf; GhU6Hg 9 FHCATG PRI okF SHEF UADR (STBNyUee). The
fractions containing 1h8; a2uectect gaobebdqicake Tieynbined and evaporated under reduced pressure (2kPa;
50C); after drying (90Pa; 50C), 660mg of N-(6-chloro- 1H-indazol-3-yl)-2-thiophenecarboxamide are
obtained in the formgf a paleyellgw sgjid melting at 215C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6,
Sin ppm): 7.11 (dd, J =9 and 2Hz: 10 1H); 7.25 (dd, J =5 and 3.5Hz: 1H); 7.58 (dd, J = 2 and 0.5 Hz:
1H); 7.81 (dd,J=9 %?d:O Z: ;—709&—(%? +~J=5and 1.5 Hz: 1H); 8.14 (dd, J = 3.5 and 1.5Hz: 1H);
10.98 (unresolved pea%(: : 1296 (ufirés \}ed peak: 1H). EXAMPLE 60
N-(6-chloro-IH-indazol3-vl)-2-methylpropvlamide: 15 0.63 cm3 of isobutyryl chloride is added to Ig of
6-chloro-IH-indazoleZanfthe in [ﬁ);'éﬂnB of pyridine, after cooling the medium to about 6C, and the
mixture is then allowed to return to room temperature over 19 hours and evaporated to dryness under
reduced pressure (ZERAMBCE S&he residue is taken up in 25 cm3 of ethyl acetate and 25 cm3 of water;
the precipitate formed is filtered off on a sinter funnel and then 20 rinsed with ethyl acetate. After drying

(90Pa; 50C), 384 mg 96N (&b eren dro-nazeldndneta etviRsepvamidei s eiained in the form of a
white product meltinﬂ g&téﬁg%de
0.22cm® of pyridne is added to 1g o NJ6chloro1{[2
10  (trimethylsilyl)ethoxy]methyl]-1H-indazol- 3-yl]butanamide, described in Example
25, in 15cm® of chloroform, followed by addition of 0.14cm® of bromine. The
mixture is stirred for 24hours a 20°C, followed by addition of 50cm?® of
dichloromethane and 50cm?® of saturated agueous sodium sulphate solution. After
stirring for 10 minutes, the insoluble material is removed by filtration on a sinter
15 funnel and the organic phase is washed with 50 cm® of saturated agueous sodium
chloride solution. The organic phase is separated out after settling of the phases has
taken place, dried over magnesium sulphate, filtered and concentrated to dryness
under reduced pressure (2kPa; 45°C). The residue is purified by chromatography
under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm;
20 diameter 3.5cm), euting with a cyclohexane/ethyl acetate mixture (80/20 by
volume). The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C). After drying (90Pa; 45°C), 940 mg of N-[5
bromo-6-chloro- 1-[ [ 2-(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide are
obtained in the form of awhite solid melting at 130°C.

25 'H NMR spectrum (300 MHz, (CD3).S0-d6, d in ppm): -0.08 (s: 9H); 0.82 (t, J =
8Hz 2H); 0.95 (t, J = 7.5Hz 3H); 1.66 (mt: 2H); 2.40 (t, J = 7.5Hz: 2H); 3.52 (t, J
=8 Hz: 2H); 5.66 (s: 2H); 8.13 (s: 1H); 8.34 (s. 1H); 10.67 (broad s: 1H).



1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 1.17 (d, J = 7Hz: 6H); 2.75 (mt: 1H); 7.08 (dd, J
=9 and 1.5Hz: 1H); 1H); 7.82 (d, J = 9Hz;.1H); 25 10.35 (bro (broad s:
1H). EXAMPLE 61 Z‘Xéﬁoro?@g chloro-1 H-indazol- 3?\[/ utanamide: WO O?@gl:%%g%@?z
PCT/FR03/00752 0.67 cm3 of 4-chlorobutyryl chloride is added to 1 g of 6chloro-IH-indazole-3-amine in
15 cm3 of pyridine, after cooling to about 6C in an ice bath, and the mixture is then allowed to return to
room temperature over 19 hours. The reaction medium is concentrated to dryness under reduced
pressure (2kPa; 45C) and the residue is taken 5 up in 25 cm3 of ethyl acetate and 25 cm3 of water. The
precipitate is filteredN:fPa @M LAl EIRIAZC {ageaidsend 5cm3 of dichloromethane. The
organic phase is dried over magnesmm sulphate f||tered and then concentrated to dryness under
reduced pressure (2kP8¢cm3Of; tefteuiamgeonimdl Buios, 343 i etluinnoio-terghydrofuran are
chloro-IH-indazol-3-y)hutagamisie & okt rB?ng&@& g@ﬂfﬁ@@}ﬁ@{?@mﬁ“&ﬁ% ;II]_ gyat 220C. 1H
NMR spectrum (300 MHz, (CD3)250-d6, m): 2.09 7Hz; 2H); 3.74 (t, J =
7Hz: 2H): 7.08 (brodBdgeokp=ydhlimmamds, dff‘%‘g?%fr&ﬁ%%b’ diny FBHQf TRy ARy T684,: 1H):
10.51 (broad s:4H) nfmmd&wwdbwaWOMﬁS@mwfmaNslhﬁw d b lvetAd/Melun 62 room
N-[5-phenyl-6-chlorq-I-[[2-(trimethylsilv ethox t I-1H-i 3 vIIbutanamlde 3

phenylboronic acid, g% soa&%yrﬁ crfﬁrbgna %}'{ cM3 aq(%?sz ied \Water ar{% f n\éﬁféﬁﬂmg of
tetrakls(trlphenylpho@ﬁﬂﬂﬁé}p@l‘llaﬁwﬁﬁedréqam&@dlQf@ by 2@ Savbonate Gabitioroand then with
L-{[2-(wimethylsilyl)esexylretar keingrealss SRuiRNsAIRe <HIga6HDRA 4 Bramplg At 180 cm3 of

dioxane. The mixture is refluxed for 90 minutes and is then allowed to return to 20C to add 100 cm3 of
ethyl acetate and sulphate, filtered and then concentrated to dryness under reduced pressure (2 kPg;

10 45°C). Theresidueis purified by chromatography under an argon pressure of 50 kPa,

on a column of slica gel (particle size 40-60 um; diameter 3.5cm), eluting with a
cyclohexane/ethyl acetate mixture (70/30 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2kPa; 50°C)
and the residue is taken up in 15cm?® of diisopropyl ether, filtered off on a sinter
15  funnel and washed successively with 5cm® of ethyl acetate and then with 2x10 cm®
of diisopropy! ether. After drying (90Pa; 50°C), 460 mg of N -(5-bromo-6-chloro-1H-
indazol 3-yl)butanamide are obtained in the form of a white solid melting at 250°C.

IH NMR spectrum (300 MHz, (CDs),SO-d6, d in ppm): 0.96 (t, J= 7.5Hz: 3H); 1.66
(mt: 2H); 2.40 (t, J = 7Hz: 2H); 7.77 (s 1H); 8.29 (s. 1H); 10.53 (unresolved pesk:
20  1H); from 12.50 to 13.20 (broad unresolved peak: 1H).

EXAMPLE 59

N -(6-chlor o-1H -indazok3-v)-2-thiophenecar boxamide:

0.64 cm® of 2-thiophenecarbony! chloride is added to 1 g of 6chloro 1H-indazole -3
amine in 15cm?of pyridine, after cooling to about 6°C with an ice bath, the reaction
25 medium isthen allowed to return to room temperature over 17 hours and concentrated
to dryness under reduced pressure (2kPa; 45°C), and the residue is then taken up in
20cm® of ethyl acetate, 20 cm® of water and 20 cm® of saturated aqueous sodium
chloride solution. The organic phase is separated out after settling of the phases has



100 cm3 of distilled water. The organic phase is washed with 100 cm3 of saturated aqueous sodium
chloride solution and, the ted out after settling of the phases 25 has t ried over
magnesium sulphatg/\.}%%{%ﬂ rat?on, the filtrate is concéélgrated to dryness ui%%ﬁ.%g‘ég@%r%ssure (2
kPa; 50C) and the residue is purified by chromatography under an argon pressure of 50 kPa, on a
column of silica gel (particle size 40-60 pm; diameter 4.5cm), eluting with a cyclohexane/ethyl acetate
mixture (80/20 by volume). The fractions containing the expected product are WO 03/078403 107
PCT/FR03/00752 combined and evaporated under reduced pressure (2kPa; 50C). After drying (90Pa;
45C), 2g of N[5-phe e dNSro-HEsL @R TRIRGR B SRStV S-S ME RSB d AAPFER are thus
obtained in the formupitier yedthwedil . préddiiy R Zrectrasnd30anty Hize (CHS18)2Se-derS purifpsn):y0.05 (s: 9H);
0.85(t, J =58 Hz: 2H); 0.92 (t. J = 7.5 Hz: 3H); 1.63 m'%'Z.BS t.J=7. :ZaH%%j‘ 5 59( J =8 Hz:
oy, 5.70 (5. 2+ HOMCPSU R B ISt E 5 B S T FE P R s - as
M'. m/z = 326 [M - GCRA&140 Si(C HBBEter (3ame, -£/81 By WithoB Hithiosiethane/methanol mixture
N-(5-uhe”V|'6'C@'0rQ96ﬁ1"69a%5PlhﬁeX|)h%€f%gBH§ SRFY Whdetiphubd FrameniBride A 1M

solution in tetrahydrofuran are added to 650mg of . _ 5
N-[5-phenyl6-chloroSY A9 FFHHAIR) SANRSth Y& Eh (AR TR Sh RIS A e PR el S B%reviously,
in 25 cm3 of tetrahygrofui@ohl dlte1Hsi naaghliB3yis- Dhghinishaed abexai tey 226 dinalreditdtie toen aflowed to
return to room temperg]turgI and 75.cm i r?f &t%%aé:etate are added; the organic phase is washed with 75

cm3 of saturated aq%goﬁgsl)o |usr?{' )r/n rogen carbonate solution and then with 2x75 cm3 of saturated

agueous sodium chli)ride solution. The orggnic phase is dried over magnesium sulphate, filtered and
evaporated to drynesd DB REGULRU(EEMIte f6R9 PG5 AR relsidudds parifiedbhgZ:
chromatography undey)anzrgen PLessHIESWHz: 1H); 7.58 (dd, J = 2 and 0.5 Hz: 1H); 7.81 (dd, J= 9

and 0.5Hz: 1H); 7.90 (dd, J = 5 and 1.5Hz: 1H); 8.14 (dd, J = 3.5 and 1.5Hz: 1H);
10.98 (unresolved peak: 1H); 12.96 (unresolved peak: 1H).

EXAMPLE 60

N-(6-chloro-1H -indazok3-yl)-2-methylpr opylamide:

15 0.63cm’ of isobutyryl chloride is added to 1g of &chloro-1H-indazole-3-amine in
15cm?® of pyridine, after cooling the medium to about 6°C, and the mixture is then
allowed to return to room temperature over 19 hours and evaporated to dryness under
reduced pressure (2kPa; 45°C). The residue is taken up in 25 cm® of ethyl acetate and
25cm® of water; the precipitate formed is filtered off on a sinter funnel and then

20 rinsed with ethyl acetate. After drying (90Pa; 50°C), 384 mg of N-(6-chloro-1H-
indazotl 3-yl)- 2methylpropylamide are obtained in the form of a white product
melting at 238°C.

IH NMR spectrum (300 MHz, (CD9,S0-d6, d in ppm): 1.17 (d, J = 7Hz: 6H); 2.75
(mt: 1H); 7.08 (dd, J =9 and 1.5Hz: 1H); 7.52 (broad s. 1H); 7.82 (d, J = 9Hz: 1H);
25 10.35 (broad s: 1H); 12.76 (broad s. 1H).

EXAMPLE 61

4-Chloro-N-(6-chloro-1H -indazol-3-yl)butanamide:




50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 3.5 cm), eluting with a
cyclohexane/ethyl age &?bg (70/30 by volume). ]g) fractlons contalnln%é Ef@% product are
combined and evaporated un er reduced pressure (2 KPa; 50C) and the residue is taken up in 15 cm3 of
diisopropyl ether, filtered off on a 25 sinter funnel and washed successively with 10 cm3 of diisopropyl
ether and with 5 cm3 of ethyl acetate. After drying under reduced pressure (90 Pa; 50C), 240mg of WO
03/078403 108 PCT/FR03/00752 N-(5-phenyl6chloro-1H-indazol-3-yl)butanamide are obtained in the
form of a white solid melting at 235C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.92 (t, J =
7.5 Hz: 3H): 1.63 (nC?t672T~I‘)1 of ol ojobutyrt Slariele)isafded 18 ¥059 GRbl &gyl BERSIeIRMIRS (s: 5 1H):
10.47 (broad s: 1H);jd 28ér(Uorgseiiad pﬁakcddH)gEkiAMEtLE@fm an ice bath, and the mixture is

N-[5-bromo-6-[4-(ph nvlmlethecwgphen %3 (trimeth er ethfé( Imet II - mdaz -3 -vIl bu
tanamide 0,84cm3 o yrldlne are a ld‘red ?o E‘4 oP‘l:{I eny %oxﬁp%ac rl] Uk vakiloy
(tr|methylsrIyI)ethoxﬂ@ﬁ@Qﬁ%@Holﬂmm%@E&ﬁ EXxanahe 38 dues e éakdnof

chloroform, fo”%"’e%(?Mrij@;%‘sdf il R Ond B! d?r@/%?erh@ﬂ%%ﬁé’é/ iSGfiien g afyrther 0.42

cm3 of pyridine and 0.26 cm3 of brgmine. 50cm3 of methylene chloride and 100cm3 of 10% sodium

thiosulphate solutiori &7 W&Bé‘&ﬁ@%r@ Pe@/étﬂ‘}ﬁtﬁ‘?eﬂ?grﬁc’fhé’f)% pcanes Hoeahgalg BifSater settling
of the 15 phases haistaken @lacenagashed supitss edyewishdbhem dontdifdeso uyteisswldeate solution

and with 50 cm3 of saturated sod|u solution, dri ium sulphate ed and
concentrated under r%é el pres press l&%kéhdﬁ:%n%ger dhin ?gojy Splﬁg Bﬁgwrﬂgcﬁlé FEJF:‘I ,gtgg
chromatography un@éb&h%dﬁﬁ%@éﬁd)@ﬂ@lﬂmq’@@(ed?b@ﬁ@lumrh@ff QTm@fgéIR%adﬁléVélﬁ@'ﬂ( 60 pm;

diameter 3.5 cpy), eIH{g}%&g[\g%b@. cyclohexane/ethyl acetate mixture (90/10 by volume). The fractions
containing the expected product are combined and evaporated under reduced pressure (2 kPa;

IH NMR spectrum (300 MHz, (CD3)2S0-d6, d in ppm): 2.09 (mt: 2H); 2.58 (t, J =
7Hz: 2H); 3.74 (t, J = 7Hz: 2H); 7.08 (broad dd, J = 9 and 1.5Hz: 1H); 7.52 (broad
d, J = 1.5Hz: 1H); 7.84 (d, J= 9 Hz: 1H); 10.51 (broad s: 1H); from 12.60 to 13.10
(broad unresolved peak: 1H).

15 EXAMPLE 62

N - 5-phenyl-6-chlor0-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H -indazol-3-
yl]butanamide

821 mg of phenylboronic acid, 1.14g of sodium carbonate in 30cm® of distilled
water and finally 347 mg of tetrakis(triphenylphosphine)palladium are added to 2g of
20  N{5bromo-6-chloro-1-[[ 2(trimethylsilyl)ethoxy] methyl]-1H-indazol- 3-yl] butan
amide, described in Example 58, in 180 cm® of dioxane. The mixture is refluxed for
90 minutes and is then allowed to return to 20°C to add 100 cm?® of ethyl acetate and
100 cm® of distilled water. The organic phase is washed with 100 cm® of saturated
agueous sodium chloride solution and then separated out after settling of the phases
25 has taken place and dried over magnesium sulphate. After filtration, the filtrate is
concentrated to dryness under reduced pressure (2 kPa; 50°C) and the residue is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gel (particle size 40-60 um; diameter 4.5cm), eluting with a cyclohexane/ethyl

acetate mixture (80/20 by volume). The fractions containing the expected product are



50C) to give 2.1 g of N-[5-bromo-6-[4-(phenylmethoxy)phenyl]-1-[[2-
(trimethylsiIyl)ethoxx}\/n%g%%@—&ndazoI-3-y|]butanami({&aﬁ'n the form of a Whit?cﬁ‘%b%&}? ing at 140C.
25 1H NMR spectrum Z, (CD3)2S0-d6, Sin ppm): -0.09 (s: 9H); 0.81 (t,’d = Z: 2H); 0.96 (t, J =
7.5Hz: 3H); 1.67 (mt: 2H); 2.42 (broad t, J = 7Hz: 2H); 3.53 (t, J = 8 Hz: 2H); 5.19 (s: 2H); 5.67 (s: 2H);
7.13 (d, J =8.5 Hz: 2H); 7.37 (d, J = WO 03/078403 109 PCT/FR03/00752 8.5 Hz: 2H); 7.37 (mt: 1 H);
7.43 (broad t, J = 7.5 Hz: 2H); 7.51 (broad d, J = 7.5 Hz: 2H); 7.70 (s: 1H); 8.26 (s: 1H); 10.61
(unresolved peak: 1H). N-[5-bromo-6-[4-(phenylmethoxy)phenyll-1 H-indazol3-yll butanamide 20 cm3 of
tetrabutylammoniunPAUBIIEE 2 SERPBEItHEINGH FRelveil BieTRF N ZRPaddiéa: A6 stybig (S0P,
N-[5-bromo-6-[4-(phéasrimeth axyhdseshainl -f2h(tioefli gigriyhetizky] atedkylinethyd indazokddzyi butanamide,
described previously, in 60cm3.qf tetrahydrofuran, and the mixture is refluxed for 18 hours; after cooling,
75 cm3 of ethyl acé%{rllbg?%ngrg ted™ éargﬁ%%%toa}aggn%@ P iggr}sgf] waa%%%wgﬁt‘:cessively with 75 cm3 of
saturated sodium hyldrcg%(zn carbonate solution and with 75 cm3 of saturated sodium 10 chloride solution.

The organic phase is SSPATRPECHUILIRIP J8tHan 4 I dePHEsE R ka kR A SceH B0\ er magnesium
sulghate, Cfjliltelre@ r?ng eengantided:to dryness quaygﬁ@%p@gst{t?ﬁ-%ﬁ@: AR BEiVE 2lg of f
crude product, which ig purified chromatogra u ragon pressure of 50kPa, on a column o
silica gel (particle sEe§ %(%ﬁgrr?@zfﬁﬁéﬂei 3%%%¥°efét%g\m-%§é§mﬁf§]er n@%‘tf?& gai%tg\_ﬁ '15 mixture
(70/30 by volume). Thé&9rértahs dbitaining the expected product are combined and evaporated under
reduced pressure (2kPa; 50C) and the residue is taken up in 50 cm3 of diisopropy! ether, filtered off,

washed with 2x10 cg3 of diisepuapyl ejfrer and dried (90Pa; 45C) to give 500mg of N-[5-bromo-6-[4-
(phenylmethoxy)phenyl]-1H-indazol-3-yl]butanamide in the form of a solid melting 20 at 200C. 1H NMR

spectrum (300 MHzn{gQ%)Z%SO-ﬂQ,_SMB@)':Zg(%%J = 7.5 Hz: 3H); 1.69
10 m/z = 315 [M - C6H120S]+'

N -(5-phenyl-6-chlor 0-1H -indazol-3-yl)butanamide

8.8cm?® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 650 mg of N-5-phenyt6-chloro-1-[[ 2 (trimethylsilyl]ethoxy]methyl]-1H-
indazok 3-yl]butanamide, described previously, in 25cm? of tetrahydrofuran. The
15 medium is maintained at 67°C for 20 hours and is then allowed to return to room
temperature and 75 cm® of ethyl acetate are added; the organic phase is washed with
75cm® of saturated agueous sodium hydrogen carbonate solution and then with
2x75cm® of saturated agueous sodium chloride solution. The organic phase is dried
over magnesium sulphate, filtered and evaporated to dryness under reduced pressure
20 (2kPa; 45°C). The residue is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 40-60 um; diameter 3.5cm), eluting
with a cyclohexane/ethyl acetate mixture (70/30 by volume). The fractions containing
the expected praduct are combined and evaporated under reduced pressure (2 kPa;
50°C) and the residue is taken up in 15cm® of diisopropyl ether, filtered off on a
25  sinter funnel and washed successively with 10 cm® of diisopropyl ether and with
5cm® of ethyl acetate. After drying under reduced pressure (90 Pa; 50°C), 240mg of



(mt: 2H); 2.42 (t, =7 Hz 2H); 5.19 (s: 2H); 7.12 (d, J = 8.5 Hz: 2H); from 7.30 to 7.50 (mt: 6H); 7.53
(broad d, J=7.5 Hz &%}g 1H) 10.50 (unresolveﬂ)geak 1H); 12.83 (u EreF % 1 1H). 25
N-[5-bromo-6-(4-hv oxvppenv 1H-indazol-3-vllbutanamide 10cm3 of trimethylsilyl iodide are added to
500mg of N-[5-bromo-6-[4- (phenylmethoxy)phenyl]-1H-indazol-3-yl]butanamide, prepared previously,
and the mixture is refluxed for 4 hours. 25cm3 of methanol are added and the reaction WO 03/078403
110 PCT/FR03/00752 medium is refluxed for 15 minutes and then concentrated to dryness under
reduced pressure (2 kPa; 50C). The residue is taken up in 50cma3 of ethyl acetate and is washed with
2x50 cm3 of 10% s&‘h(ﬁ’rWﬁWé@fﬁH'é’t@ donineRr At theAaRR €0 8RBk P athg S8t Plofsaturated
sodium chloride soluwtiate sbhid oedimicRBEse.is 5 separated out after settling of the phases has taken
place, dried over magnesium sulphate filtered and then concentrated to dryness under reduced pressure

to give 1 g of crudejp_{mg WM%R gzter 3 S%ﬁpw tlg%\zpﬁtgpgl_g%}lrfﬁ 50 kPa, on

a column of silica gel (partlcle S|ze 4 60 pm; el th a cyclohexane/ethyl acetate

mixture (60/40 by vdlimé)TRSrletiond Héﬂ?&lhnﬁ@’iﬂoﬁﬁ% t@xpé'ét@‘ﬂ p?Héj uzﬁﬁr@ cHbifdRl @nd

evaporated under refiycad preseiaes(2i; a2 sPGhaasdiepearidug. is taken up in 10cm3 of ethyl acetate,
filtered off, washed with 2x5 cm3 of ethyl acetate and dried (90 Pa; 45C) to give 130 mg of

N-[5-bromo-6-(4- hyggp%g;@& 1H-indazol-3-yl]butanamide melting above 260C. 1H NMR spectrum

(300 MHz, (CD3)2S0- ): 0.98 (t, J = 7.5 Hz: 3H); 1.68 15 (mt: 2H); 2.40 (t, J = 7 Hz: 2H); 6.85
(d, J =8.5 Hz: 2H); 725 d, J =8.5 Hz: 2H) 7.34 (s: 1H); 820 (s 1H); 9I61I gugﬂgesolved peak 1H); 10.48
sl oxy]met

(broad s: 1H); 12. 70N :ReomoeA-(phe gEREXY it eR VA 21 - 2-(trimé&th
N-[6-(4-nitrouhenv- 12 rdeimegyikilv dmddmethvll -1H-indazol-3- 20 y]butanamide:

0,84cm® of pyridine are added to 2.64 g of N-[6-[4-(phenylmethoxy)phenyl]-1{[2

10  (trimethylsilyl)ethoxy]methyl]-1H -indazol- 3-yl]butanamide, prepared in Example 32,
in 50cm? of chloroform, followed by dropwise addition of 0.52 cm® of bromine,
followed by addition of a further 0.42 cm® of pyridine and 0.26 cm® of bromine.
50cm® of methylene chloride and 100cm® of 10% sodium thiosulphate solution are
added to the reaction medium; the organic phase is separated out after settling of the

15  phases has taken place, washed successively with 50 cm® of 10% sodium thiosul phate
solution and with 50cm® of saturated sodium chloride solution, dried over
magnesium sulphate, filtered and concentrated under reduced pressure (2kPa; 50°C)
to give 3.4 g of an oil, which is purified by chromatography under an argon pressure
of 50 kPa, on a column of silica gel (particle size 4060 um; diameter 3.5cm), eluting

20  with a cyclohexane/ethyl acetate mixture (90/10 by volume). The fractions containing
the expected product are combined and evaporated under reduced pressure (2 kPa;
50°C) to give 21g of N-[5bromo-6-[4-(phenylmethoxy)phenyl]-1{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide in the form of a white
powder melting at 140°C.

25  1H NMR spectrum (300 MHz, (CD3),;SO-d6, d in ppm): -0.09 (s: 9H); 0.81 (t, J =
8Hz: 2H); 0.96 (t, J = 7.5Hz: 3H); 1.67 (mt: 2H); 2.42 (broad t, J = 7Hz: 2H); 3.53
(t, 3= 8Hz: 2H); 519 (s 2H); 5.67 (s 2H); 7.13 (d, J = 85Hz: 2H); 7.37 (d, J =



790 mg of 4-bromonitrobenzene, 10cm3 of water, 646 mg of sodium carbonate and 190 mg of
tetrakis(triphenylph I ladium are added to 1 g -[6-(4,4,5,5- tetra

1,3,2]dioxaborolan-2-y l%‘:7:%9[%6(%methylsilyl)ethoxy]me 9|;II]-lH- indazol3-y|]%?£r%ﬁ1qgg%%pared as
described in Example 56, in 50cm3 of dioxane. 25 The reaction medium is then refluxed for 18 hours and
is allowed to return to room temperature, 75 cm3 of ethyl acetate are then added and the organic phase
is washed with 2x50cm3 of distilled water and then with 50cm3 of saturated aqueous sodium chloride
solution. After drying over magnesium sulphate, filtering and concentrating to dryness under reduced
pressure (2kPa; 45(%3,51'% %’Qidﬂéﬁé’ﬁﬁr%dW%@%@%Z@@Yﬁ*ﬁtﬁ’%é@@%%%wﬁétography
under an argon preszdye7aDF6e RAR, Sr6acakntos SilieagiefpasicieHyize 40-60 pm; diameter 2.5cm),
eluting with a cyclohexane/ethyl acetate mixture (80/20 by volume). The fractions containing the

expected product &g sgmlReCLaNd, SUANNEIEHU/AAER ACHESAALEIIRUZ Ko 80)- 650ms

ofN-[6-(4-nitrophenyTl)- Nethoxy[methyl]-IH-indazol-3-yl[butanamide are obtained in the

AL B e e T
(broad dd, J = SandaL B Biz OfL HY: [:80(tio 6-EAdpheny bjethoxg)w] 31 [BHtriredyy isi b dbexatt s: H): 8.37

(d, J = 9Hz: 2H); 10rﬁéﬁ¥@-fﬁ$§?h£%€opﬁ gbUﬂanﬁiHHZ = 24D/ pravisaiM - RCHRLRRSIGH3)3] m/z
=326 [M - C6H 120Si]' 15 m/z =73 Si? H3)3]' N-[[6-(4-nitrouhenyl)-lH-indazol-_3-v|IIbutagamide: 8.6cm3
of tetrabutylammonitfPAYSAtERs 29 the SN ils sl astifsiutahars stigearRiabomgBr Of
N-[6-(4-nitrophenyl)-dh{[Rteisnethy eijddeiho xydroeinyt] tHase is washed successively with 75 cm® of

saturated sodium hydrogen carbonate solution and with 75 cm?® of saturated sodium

10 chloride solution. The organic phase is separated out after settling of the phases has
taken place, dried over magnesium sulphate, filtered and concentrated to dryness
under reduced pressure (2.7 kPa; 50°C) to give 2 g of crude product, which is purified
by chromatography under an argon pressure of 50 kPa, on a column of silica gel
(particle size 40-60 um; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate

15 mixture (70/30 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2kPa; 50°C) and the residue is
taken up in 50 am® of diisopropyl ether, filtered off, washed with 2x10 cm® of
diisopropyl ether and dried (90Pa; 45°C) to give 500mg of N-[5bromo6-[4
(phenylmethoxy)phenyl]- 1H-indazol-3-yl]butanamide in the form of a solid melting

20 at 200°C.

1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 0.98 (t, J= 7.5Hz: 3H); 1.69
(mt: 2H); 2.42 (t, = 7Hz: 2H); 5.19 (s 2H); 7.12 (d, J = 85Hz: 2H); from 7.30 to
7.50 (mt: 6H); 7.53 (broad d, J= 7.5Hz: 2H); 8.22 (s: 1H); 10.50 (unresolved peak:
1H); 12.83 (unresolved peak: 1H).

25  N-5-bromo-6-(4-hydroxyphenyl)-1H-indazol-3-yl]butanamide

10cm® of trimethylsilyl iodide are added to 500mg of N-[5bromo6[4
(phenylmethoxy)phenyl]- 1H-indazol-3-yl]butanamide, prepared previously, and the

mixture is refluxed for 4 hours. 25cm® of methanol are added and the reaction



indazol3-yl]butanamide, described previously, in 30 cm3 of tetrahydrofuran. The 20 medium is maintained
at 67C for 18 hours | lowed to return to roomI temperature to addgéﬁﬁﬁogfoﬁ%l acetate and
75 cm3 of saturated aqueous sodium hydrogen carbonate solution. The organic phase is Washed with 50
cm3 of saturated aqueous sodium chloride solution and then with 50cm3 of water, separated out after
settling of the phases has taken place, dried over magnesium sulphate, filtered and 25 concentrated to
dryness under reduced pressure (2kPa; 45C). The residue is purified by chromatography under an argon
pressure of 50kPa, on a column of silica gel (particle size 40-60 pm; diameter 2cm), eluting with a
cyclohexane/ethyl aBEHAENFIHEIEIS20 30 THBIESTARR B IS HAGH 10 BWEs BRI (R he fractions
containing the expegiesspro @@ikPare0tomibheechsituak donaesmtrapeich t6odryh e gt ecaterduaetlipressure
(2kPa; 50C); the residue js taken up ins 1 of ethyl acetate, filtered off gn,a sin rsfémngl nd then
washed successiveI‘;’/V"jv“?/l}li}(?%J c'%? Bﬁﬁl cfcieq}geso ﬁ%“@%&% S§|‘u§i?sno%nr%%§/ e‘%ﬁgr. Cmteor?ldrying
(90Pa; 50C), 280mgMe¥aN -pB<{ 45Arap R rEArEked nehsiia 3chhirasriviiele dieeodeanisdinpsadsorm of

yellow crystals melting,akeeQur HNIMR| SHLEIHE MEZ 14 ek 3142006 DUbPREIREER (1. J = 7.5
Hz: 3H); 1.68 (mt: 2H); 2.41 = 7Hz: 2H); 7.46 (dd, J = 8.5 and 1.5Hz: 1H); 7.79 (broad s: 1H); 7.94

A t’ J r
(d, J = 8.5 Hz: 1H); & ?‘&Jé@'&?ﬁ@'éhﬁ%%%. (BreiXBEss Yndey erused) Pregsue @O isolved peak:
1H); 12.87 (broad s:ol ldjudexpbddirt,Eabich is purified by chromatography under an argon pressure of

N-[6-(2-chlorophenyl)=1-I(2-(trimethvisilv)ethoxvimethvi]-1H-indazol3- yllbutanamide: 85 of
2ch|oropheny|boron|‘éc):c_);ké£f%,éb%&ogug?nwoitgﬁ%&ﬁ?%%aro%% fim c%%ﬁ&t%%?%n%%’m%?@?%
tetrakis(triphenylphokphimeyp@haxroeridne apstrtehxiug BMAPay volume). The fractions containing

bromo-I-[[2-(trimethy|gildlsRenpragiy drd ldoinaiaea! =ty Bosparnamidsi rRaced sesdrs¢ppd in Example
51, in 60 cm3 of dioxane. The reaction medium is then refluxed for 18 hours and filtered through a sinter
funnel packed with é@ﬁéa@%@ﬁ{gﬂdue is taken up in 10cm® of ethyl acetate, filtered off, washed with

2x5 cm® of ethyl acetate and dried (90 Pa; 45°C) to give 130 mg of N-[5-bromo 6 (4
hydroxyphenyl) - 1H-indazol - 3-yI] butanami de melting above 260°C.

IH NMR spectrum (300 MHz, (CDs),SO-d6, d in ppm): 0.98 (t, J= 7.5Hz: 3H); 1.68

15 (mt: 2H); 2.40 (t, J = 7Hz: 2H); 6.85 (d, J = 8.5Hz: 2H); 7.25 (d, J = 8.5Hz: 2H);
7.34 (s. 1H); 8.20 (s: 1H); 9.61 (unresolved peak: 1H); 10.48 (broad s. 1H); 12.79
(unresolved peak: 1H).

EXAMPLE 64

N 6-(4-nitrophenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl] -1H-indazol-3-
20 yllbutanamide:

790 mg of 4bromonitrobenzene, 10cm?® of water, 646 mg of sodium carbonate and
190 mg of tetrakis(triphenylphosphine)palladium are added to 1g of N{6-(4,4,5,5
tetramethyl[1,3,2] dioxaborolan-2-yl) -1-[ [ 2(trimethylsilyl)ethoxy] methyl]-1H-
indazol 3-yl]butanamide, prepared as described in Example 56, in 50cm® of dioxane.
25  The reaction medium is then refluxed for 18 hours and is allowed to return to room
temperature, 75 cm® of ethyl acetate are then added and the organic phase is washed
with 2x50cm? of distilled water and then with 50cm?® of saturated aqueous sodium
chloride solution. After drying over magnesium sulphate, filtering and concentrating

to dryness under reduced pressure (2kPa; 45°C), the residue is purified by



concentrated to dryness under reduced pressure (2kPa; 50C). The residue is taken 20 up in 70 cm3 of

ethyl acetate and th %&\%9@8@88 Is washed with 2x3i(_)Lfm3 of distilled Wats&i.r)%sgg/laqafl 30cm3 of
after settli

saturated aqueous sodium chloride solution. The organic phase is separated out after ng of the
phases has taken place, dried over magnesium sulphate, filtered and concentrated to dryness under
reduced pressure (2 kPa; 45C). The residue obtained is purified by chromatography under an 25 argon
pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5cm), eluting with a
cyclohexane/ethyl acetate mixture (90/10 by volume). The fractions containing the expected product are

combined and evapSrREAYERN S0t FROBRIFESSHERP 2L O § N W ALMEB SRFHGIE 1-[[2 wo
03/078403 113 PCTézRAB/60 (2 (i cometdyysByhydtleixidoaeitty i tytivrdaacd/hyl] atasmamiceusse obtained
in the form of a yell I NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): -0.08 (s: 9H); 0.84 (t,
325 He: 210 000 HOF0 By elinel el R Al i bl ) 5
(s: 2H); 7.19 (dd, J e®ery 2der reduded rargsa e d2kR® FE 150 mardf (Wrifadtitiopherydo¥d, J = 8.5Hz:

1H); 10.51 (unresolved paakinyd)y e T L A G N et dd 2Rk (Gt hell Tz 315[M -
C6H120Si]' 10 N-[6-(2-chlorouhenyl)-1H-indazol-3-vllbutanamide: 2.9cm3 of tetrabutylammonium fluoride

as a 1M solution in Y E¥RIACre added to 900 mg of
N[6-(2chlorophenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide, described previously,
in 40 cm3 of tetrahydirbfiMR , spedrtie (B0 Midzis(GTLSE! d6r d S1hpors. DHE eadtipnaBadiuhs diluted

with 50 cm3 of ethylgla acey a@ﬁ?tri@ the o é%n%]gfsgﬁ;w% gWi?}?%F%sgiygj¥: ‘ﬁ’lui? %?g%(zgtgmg of saturated

sodium hydrogen carbonat€ 'so n, with 30 an cm3 of saturated sodium chloride
solution. The organi8 PRadd)idéardMed ekt eread@itigbmnd 1.5Hz: 1H); 7.99 (d, J= 9Hz: 1H);
10  8.09 (d, J = 9Hz: 2H); 8.15 (broad s: H); 8.37 (d, J = 9Hz: 2H); 10.56 (unresolved

peak: 1H).

El miz=454 M"

m/z=337  [M — OCH,CH,Si(CHs)3]"
mz=326 [M — CeH10S]"

15 miz=73 [Si(CH3)3)*

N -[[6-(4-nitrophenvl)-1H -indazol-3-yl]]1butanamide:

8.6cm? of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 650mg of N-[6-(4-nitrophenyl)-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazok 3-yl]butanamide, described previously, in 30 cm® of tetrahydrofuran. The
20  medium is maintained at 67°C for 18 hours and is then alowed to return to room
temperature to add 75cm® of ethyl acetate and 75cm? of saturated aqueous sodium
hydrogen carbonate solution. The organic phase is washed with 50 cm® of saturated
agueous sodium chloride solution and then with 50cm® of water, separated out after
settling of the phases has taken place, dried over magnesium sulphate, filtered and
25  concentrated to dryness under reduced pressure (2kPa; 45°C). The residue is purified
by chromatography under an argon pressure of 50 kPa, on a column of slica gel

(particle size 40-60 pm; diameter 2cm), eluting with a cyclohexane/ethyl acetate



the phases has taken place, dried over magnesium sulphate, filtered and then concentrated to dryness
under reduced presw&gégzﬁég §OC) The crude produ (](tlgo obtained is purlfl tf'yﬁ?ég raphy under
an argon pressure o a, on'a column of silica gel (particle size 40-60 pm; dlameter cm), eluting
with a cyclohexane/ethyl acetate mixture (90/10 by volume). The fractions containing the expected
product are combined and evaporated under reduced pressure (2 kPa; 50C); 120 mg of
N-[6-(2-chlorophenyl)-1H-indazol-3-yl]butanamide are obtained in the 25 form of a beige-coloured foam.
WO 03/078403 114 PCT/FR03/00752 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.98 (t, J =
7.5 Hz: 3H): 1.69 (4S; BUEYt by Vvelupehihe Hadinemmgnianing e, SxpeFerhRICEUs ¥ 65 (mt:
5H); 7.83 (d, J = 8.5tdmblhéy hﬁd%ofbenaetai 1 Yinisuinieacdicktt predaiz @2 RPg IBOETMihe 243 [M -

C4CH60]' EXAMPLE.§6 N- 3|S methpx \@Hhenvl 1- ‘% thvlsnv ethoxv, met vl -1H-
indazol- 3v||butanam&5§L5§6Jr%géno ([::in\{)lzC P n o?%)mfc'uac n{] catehsmm uon&% 31.5mg of

10 2- dlcyclohexylphb@ﬁﬁﬁﬁ@-@CmMelﬂmmh%ﬂmﬁ@%{bmﬁmd WG@Q@b@bQII&@M@W'a@b@&te are
successively adgled xgid 9 9;))‘41-%6 ipe- ik, (trspehyIsity!) adbax %)me,%ﬂwrj -infazelg@butanamide,

prepared in Example 25, and the mixture is re luxed for 18 hours. The reaction medium is filtered through
a sinter funnel packﬂH”W@Qﬁ@ea?meérﬁf W%%C%%H@H g #héNitkate. 15 The organic

phase is washed with 25 cm3 of saturated sodium chloride solution, separated out after settling of the
phases has taken pldéyMRespesirimmi3gmesizn{ CEu)pBRds, filteropnan0. 99 (fcd Atrbét:t3Hyh68s under

reduced pressure ( 3y 506} &h _cwf%e gt obtaine tified by, h?Ofg hy, ynder an
argon pressure of 5 Pgﬁon acaélﬁ?mn ih? %%g%r%clegéfzzﬁ&m,ﬁ% '—6 iam &;g% % eluting
7.94 (d, J= 8.5Hz 1H); 805(broadd J=9Hz 2H); 834(broadd J = 9Hz: 2H);
10  10.42 (unresolved peak: 1H); 12.87 (broad s. 1H).

EXAMPLE 65

N {6-(2-chloropheny)-1-[(2-(trimethylsilyl)ethoxylmethyl]-1H-indazol 3-
yllbutanamide:

853 mg of 2chlorophenylboronic acid, 30cm® of water, 964 mg of sodium carbonate
15 and 252 mg of tetrakis(triphenylphosphine)palladium are added to 1g of N-[6
bromo-1-[[ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol - 3-yl|butanamide, prepared as
described in Example 51, in 60 cm® of dioxane. The reaction medium is then refluxed
for 18 hours and filtered through a sinter funnel packed with Celite, and then
concentrated to dryness under reduced pressure (2kPa; 50°C). The residue is taken
20 up in 70cm® of ethyl acetate and the organic phase is washed with 2x30 cm® of
distilled water and then with 30cm? of saturated aqueous sodium chloride solution.
The organic phase is separated out after settling of the phases has taken place, dried
over magnesium sulphate, filtered and concentrated to dryness under reduced
pressure (2 kPa; 45°C). The residue obtained is purified by chromatography under an
25 argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 um; diameter
2.5cm), eluting with a cyclohexane/ethyl acetate mixture (90/10 by volume). The
fractions containing the expected product are combined and evaporated under reduced
pressure (2kPa; 50°C); 19 of N-[ 6-(2-chlorophenyl)-1{[ 2



20 with a cyclohexane/ethyl acetate gradient (90/10 to 75/25 by volume). The fractions containing the

expected product arﬁ/@@m%%‘gind evaporated under ﬁtguced pressure (2 @?T ﬁgﬁ&&o%g of
phenyl]- -yl]bu

N-[6-[3-(phenylmethoXxy) -[[2- (trimethylsilyl)ethioXy)methyl]-1H-indazof anamide are
obtained in the form of an oil in a purity of 80%. 25 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in
ppm): -0.08 (s: 9H); 0.85 (t, J = 8 Hz: 2H); 0.99 (t, J = 7.5 Hz: 3H); 1.69 (mt: 2H); 2.42 (t, J = 7Hz: 2H);
3.58 (t, J = 8 Hz: 2H); 5.23 (s: 2H); 5.75 (s: 2H); 7.08 (broad dd, J = 8.5 and 2Hz: 1H); from WO
03/078403 115 PCT/FR03/00752 7.30 to 7.50 érlgt; 7H); 7.53 (broad d, J = 7.5Hz: 2H); 7.92 (d, J = 9Hz:
1H); 7.96 (broad s: GHTedty FY itRedmelnplaid-Ndse b enaTsipug-gotaned in the form
N-[6-[3-(uhenvimethefxayehenwvllat. H-indazol-3-vll butanamide 5 2.9cm3 of tetrabutylammonium fluoride as
a 1M solution in tetrahydrofuran are added to | g of

N-163-(phenyimethampiangld - (s sivsiiisiaend mrih thadazeyimanauide

described previously, in 20 cm3 of tetrahydrofuran, and the mixture s refluxed fof’' 18 hours. The reaction

medium is diluted witHZ2 GbRnPPB1(ethyl destatstahd-B9(BEgdiic hdée Iswhth s kebssively 10 with 50
cm3 of sglturg_teé sodinm mlrg.g@ms%@m@mt@ @@!lgierwéﬂa 20 m;)r,Sf@in\f/vat@&@mm]@:r%y;LnB of )
saturated sodium c solution,. - rgani se is. rated out after settling of the phases has
takenn place, driedrg%?(ﬁﬁg nsegiE'}h?%%??agté%%E%egén;@%i@nﬂﬁgg?&%ﬁ%%uced pressure (2kPa,;
50C). The crude product obtained is purified by chromatography under an argon pressure of 50 kPa, 15
on a column of silicEel (pRicIé%ize 40-60 pm; diameter 2.5 cm), eluting with a cyclohexane/ethyl
acetate gradient (70/30 to 40/60 by volume). The fractions containing the expected product are combined

and evaporated underzediated pidss@EHEZKFE(GOL) 0.43 g of
N-[6-[3-(phenylmethoxy)phenyl]-1H-indazol-3- yllbutanamide is obtained in the form of a white powder.

m/z = 315 [M - CGH1203]+'

10  N-6-(2-chlorophenyl)-1H-indazol-3-yl]butanamide:

2.9cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 900 mg of N[6-(2-chlorophenyl)-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazol 3-yl]butanamide, described previously, in 40 cm® of tetrahydrofuran, and the
mixture is refluxed for 18 hours. The reaction medium is diluted with 50 cm? of ethyl
15 acetate and the organic phase is washed successively with 2x30 cm® of saturated
sodium hydrogen carbonate solution, with 30 cm® of water and with 30 cm® of
saturated sodium chloride solution. The organic phase is separated out after settling of
the phases has taken place, dried over magnesium sulphate, filtered and then
concentrated to dryness under reduced pressure (2kPa; 50°C). The crude product
20 obtained is purified by chromatography under an argon pressure of 50kPa, on a
column of glica gd (particle size 40-60 um; diameter 2.5cm), eluting with a
cyclohexane/ethyl acetate mixture (90/10 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C);
120 mg of N- 6-(2chlorophenyl)-1H-indazol-3-yl]butanamide are obtained in the

25 form of a beige-coloured foam.



20 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.98 (t, J = 7.5 Hz: 3H); 1.68 (mt: 2H); 2.40 (t,

J =7 Hz: 2H); 5.22 %éﬁ? @% broad dd, J = 8.5 andﬁle: 1H); from 7.25t : . 7.52 (broad
d, J= 7.5 Hz: 2H); 7" (82 s?é(lH); 7.35 (d, J = 9Hz-1H): 10.33 (unresolvg’é?@%ée:%é; 68
(unresolved peak: 1H). El m/z = 385 M'. 25 m/z = 315 [M - CACH60O]'
N-[6-(3-hydroxvuhenyl)-1H-indazol-3-vllbutanamide WO 03/078403 116 PCT/FR03/00752 10cm3 of

trimethylsilyl iodide are added to 0.4g of N-[6-[3- (phenylmethoxy)phenyl]-1H-indazol-3-yl]butanamide,
described previously, and the mixture is refluxed for 3hours. 50cm3 of methanol are then added and

refluxing is continued! Y MBS RERHES(SPRMacidrp et i dde APSE o dRMEsE NP 5 reduced
pressure (2kPa; 50@tbOenD abgthyl acsiateaye 2ol asteace-osgamic 1pharernts naskerasith 3x50 cm3
of 10% sodium thiosulphate solution, T rganic I[}) se is separ. ﬁ% after settling of the phases has
taken place, dried o@ﬁﬁg2é5§&njsn§p%§é,ﬁﬂie}§ %afﬁﬁo@gﬁc&w@ ﬁ] th&ss Under reduced
pressure (2 kPa; 50C). The crude product obtained is purified by chromatography under an 10 argon
pressure of 50 kPa, B ZoBknMf silica gel (particle size 40-60 pm; diameter 2.5cm), eluting with a
cyclohexane/ethyl acetate mixture (50/50 by volume). The fractions containing the expected product are
combined and évaparate@4dder]MduCszH @Essure (2 kPa; 50C); 0.18 g of
N-[6-(3-hydroxyphenyl)-1H-indazol-3- yl]butanamide is obtained in the form of a grey powder melting at
188C. 15 1H NMR spratfup) 86 MHz, (CD3)2S0-d6, Sin ppm): 0.98 (broad t, J = 7.5Hz: 3H); 1.68 (mt:
2H); 2.40 (t, J = 7 Hz: 2H); 6.80 (broad dd, J = 8 and 2Hz: 1H); 7.08 (mt: 1H); 7.13 (broad d, J = 8Hz:
1H); from 7.25t0 7. ; : ; z: 1H): 9.55 ad s: 1H); 10.34
(unresolved peak: 1287 rTesolved et Oxvgmdﬁwfpm'

indazol.-S-yI |butanamide

930 mg of 3benzyloxyphenylboronic acid, 1.24g of caesium fluoride, 31.5mg of

10  2-dicyclohexylphosphino-2 -(N,N -dimethylamino)diphenyl and 13.5mg of palladium
acetate  are  successively added to l1g of N-[6-chloro-1-{[ 2
(trimethylsilyl)ethoxy)methyl] - 1H -indazol- 3-yl)butanamide, prepared in Example 25,
and the mixture is refluxed for 18 hours. The reaction medium is filtered through a
sinter funnel packed with Celite and 75cm® of ethyl acetate are added to the filtrate.

15 The organic phase is washed with 25cm® of saturated sodium chloride solution,
separated out after settling of the phases has taken place, dried over magnesium
sulphate, filtered and concentrated to dryness under reduced pressure (2 kPa; 50°C).
The crude product obtained is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 40-60 um; diameter 2.5cm), eluting

20  with a cyclohexane/ethyl acetate gradient (90/10 to 75/25 by volume). The fractions
containing the expected product are combined and evaporated under reduced pressure
(2kPg; 50°C); 119 of N-[6-[3-(phenylmethoxy)phenyl] - 1{ [ 2
(trimethylsilyl)ethoxy)methyl] - 1H -indazol- 3-yl]butanamide are obtained in the form
of an oil in a purity of 80%.

25  1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): -0.08 (s: 9H); 0.85 (t, J =
8Hz: 2H); 0.99 (t, J = 7.5Hz 3H); 1.69 (mt: 2H); 2.42 (t, J = 7Hz: 2H); 3.58 (t, J =
8Hz: 2H); 5.23 (s. 2H); 5.75 (s: 2H); 7.08 (broad dd, J = 8.5 and 2Hz: 1H); from



N-[6-chloro-5-(4-uyridyl-1-[[2-(trimethylsilvl)ethoxvimethvll-1H-indazol-3- yllbutanamide 415 mg of
4pyridylboronic acid, ar 1g of N-[[5-bromo- 6-¢chloro- 1-[[2-

(trimethylsilyl)ethoxy me%(z/ -1H-Indazol-3-yl]]butanamide, described previousFIg(/:,-ErllF% %g%ﬁ%le 58, in
90cm3 of dioxane, followed by addition of a solution of 570mg of sodium carbonate in 18 cm3 of water
and finally 173 mg of tetrakis- (triphenylphosphine)palladium, and the mixture is refluxed for 18 hours.
The reaction medium is diluted with 75cm3 of ethyl acetate and 50cm3 of water. The organic phase is
separated out after settling of the phases has taken place, washed with 50 cm3 WO 03/078403 117
PCT/FR03/00752 ofwatét 4l @Ugrﬁﬁ)bﬁéil@% Sobm¥ifortl sofitich JdriddevEimadResium
sulphate, filtered an¢hesocentixted.4e dnyeessedmeal: raduced pressure (2 kPa; 50C). The crude product
obtained is purified by chromatography under an argon pressure of 50 kPa, on a column of silica gel
(particle size 40-60 pyp; diggpetes .5 cm*ﬂ}ﬁing 5 with a cyclohexane/ethyl acetate mixture (60/40 by
volume). The fractions containing the expected product are combined and evaporated under reduced
pressure (2 kPa; 50C);.770 of N-[6-chloro-5-(4-pyridyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-
indazol3-yl]butana e 6% 1 Tm e 3L 2 E Spectrum (300 MHz,
(CD3)2S0-d6, S in ppm): _30'05t§8: 9H); 0.85 (t, J = 10 8 Hz: 2H); 0.93 (t, J = 7.5 Hz: 3H); 1.63 (mt: 2H);
2.39 (t, J = 7THz52H- %8 (07 sty apmogion dugige 48 dilogdlWion Snelsyanygioien @e1H): 8.08 (s:
1H); 8.69 (broad d, sheeHes 211}y 1616 N([m[8Iphengl peeisliphets iz =(ditaeibtsiil)ethoxy] -
N-[6-_chIqro-544-pyn%g{kllrgl_-h-'mgr?dzoldgétylIlt)gutgngrw e? 15d é%)ﬁ%%gﬁ %; et\ﬁg&spﬁtyla}nmm%lgrgg flugfrlde asalM
solution in tetrahydro Gran are  agdedtd mg o
N-[6-chloro-5-(4-pyrigygadifRuianmant s yiietiexid rrastinadh for-16 dwieis- 3-hd eactinmiddiudessribed
previously, in 30cm3afeiiaiN sSFoPas BRI MHE o 8iaRI okl ShpandYeRactign medium is

diluted with 75 cm3 of 3 _ _ _ 3
10  with 50cm® of saturated sodium hydrogen carbonate solution, with 2x50 cm® of

water and with 50cm® of saturated sodium chloride solution. The organic phase is
separated out after settling of the phases has taken place, dried over magnesium
sulphate, filtered and concentrated under reduced pressure (2kPa; 50°C). The crude
product obtained is purified by chromatography under an argon pressure of 50 kPa,

15 on a column of silica gel (particle size 40-60 um; diameter 2.5cm), eluting with a
cyclohexane/ethyl acetate gradient (70/30 to 40/60 by volume). The fractions
containing the expected product are combined and evaporated under reduced pressure
(2kPa; 50°C); 043g of N-[6[3(phenylmethoxy)phenyl]-1H-indazol-3
yl]butanamide is obtained in the form of a white powder.

20 1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.68
(mt: 2H); 2.40 (t, J= 7Hz: 2H); 5.22 (s. 2H); 7.05 (broad dd, J = 8.5 and 2Hz: 1H);
from 7.25 to 7.50 (mt: 7H); 7.52 (broad d, J = 7.5Hz: 2H); 7.63 (broad s. 1H); 7.35
(d, J=9Hz: 1H); 10.33 (unresolved peak: 1H); 12.68 (unresolved peak: 1H).

El m/iz=38 M*
25 m/iz=315 [M—CsCHO]"

N -6-(3-hydroxyphenyl)-1H-indazol-3-yl]butanamide




ethyl acetate and 75 cm3 of saturated sodium hydrogen carbonate solution. The 20 organic phase is

separated out after li %t[& phases has taken pl washed with 50c f g odium
chloride solution, dr?(/a6 o@‘%r mag%nesium sulphate, filteijfa% and concentrated 2&?{/‘2@@?@@? g? reduced

pressure (2kPa; 50C). The crude product obtained is purified by chromatography under an argon

pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5 cm), eluting with ethyl
25 acetate. The fractions containing the expected product are combined and evaporated under reduced
pressure (2kPa; 50C); the residue is taken up in 20cm3 of ethyl acetate, filtered off, washed with Scm of

ethyl acetate and 2018478 diefthyl ém@‘ﬁhﬁlﬁiyﬁriéﬂqﬁ%erEi‘r@duéé@&ﬁres%reQﬁﬂépa,o%d)"&?gﬁe 320mg of
N-[6-chloro-5-(4 WQ il Tiaé&03xyJth&{i T HHROBIKXQF 33/ Ipyuichydinidd;- i detarbbd yidbiviasha randetiie the form of

white crystals melting.above 260C. NMR spectrum (300 MHz, (CD3)2S0O-d6, Sin.ppm): 0.93 (t, J =
B e e 165 (TS e 1) AR SHGAT R o el S e BRI 8 550 2
1H); 8.67 (dd, J = 5 egfti usHor215);miowsas. (e sesistian geekumHp soncmisieshtPsdryneys ErgRMVIPLE 68

N16-chloro-5-(sfuryihlld famgiyialodieihey sulbHripdaeled d huiRaamidne e o
3-furylboronic acid are added to 1 g of N-[5-bromo-6-chloro- -[}2_- _ )
(trimethylsilyl)ethoxyATHRRH YV ERSH P4 YL B30 Nt h B od et e iphati oty ot EeRFRR &8, in 90cm3
of dioxane, followedphyisadiditiepapdi& @ung apfes ashitimg csfribegiatiasl Besmakeh vprier, adiibdinaly 173 mg of
tetrakis(triphenylphosphine)palladi nd the mixture is, refluxed for 18 hours. The 15 reaction medium is
cured vith 75 em3 SRR st S B R G o The IR e HESHE
settling of the phasel@ KBg talkén . plaecr veespietuclehta0edn's B PatHrsUead athyatnegte sodium

chloride solutiqp, drigdAv§essure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter
2.5cm), eluting with a cyclohexane/ethyl acetate mixture (50/50 by volume). The
fractions containing the expected product are combined and evaporated under reduced
pressure (2kPa; 50°C); 0.18g of N-[6-(3-hydroxyphenyl)-1H-indazol-3
yl]butanamide is obtained in the form of a grey powder melting at 188°C.

15 14 NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (broad t, J = 7.5Hz:
3H); 1.68 (mt: 2H); 2.40 (t, J= 7Hz: 2H); 6.80 (broad dd, J = 8 and 2Hz: 1H); 7.08
(mt: 1H); 7.13 (broad d, J = 8Hz: 1H); from 7.25 to 7.35 (mt: 2H); 7.55 (broad s:
1H); 7.84 (d, J= 8.5Hz: 1H); 9.55 (broad s: 1H); 10. 34 (unresolved peak: 1H); 12.67
(unresolved peak: 1H).

20 EXAMPLE 67

N {6-chlor 0-5-(4-pyridyl)-1{[2-(trimethylsily)ethoxy]methyl] -1H -indazol-3-
yllbutanamide

415 mg of 4pyridylboronic acid are added to 1g of N-[[5broma6-chloro-1{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]] butanamide, described previoudly, in
25  Example 58, in 90cm?® of dioxane, followed by addition of a solution of 570mg of
sodium carbonate in 18cm® of water and findly 173mg of tetrakis
(triphenylphosphine)palladium, and the mixture is refluxed for 18 hours. The reaction
medium is diluted with 75cm?® of ethyl acetate and 50cm® of water. The organic
phase i's separated out after settling of the phases has taken place, washed with 50 cm?



magnesium sulphate, filtered and concentrated to dryness under reduced pressure (2 kPa; 50C). The

crude product obtained. i ified by chromatography r an 20 argon pre on a column
\ﬁ%eéi%-%é‘sp?m; diameter 2.5cm), L(;rlij [ ﬁ§8ﬁ%ﬁ‘%®i§%

of silica gel (particle siZ ng with a cyclohexane/e e mixture
(85/15 by volume). The fractions containing the expected product are combined and evaporated under
reduced pressure (2kPa; 50C); 800mg of N-[6-chloro-5-(3-furyl)-1-[[2-
(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide are obtained in the form 25 of a colourless oil.
1H NMR spectrum (300 MH%CD3)2§O-d6, S in ppm): -0.06 (s: 9H); 0.84 (t, J = 8 Hz: 2H); 0.96 (t, J =
7.5Hz: 3H); 1.66 (mP 20 2 BRGIY O jsauraied SppiUgsehiATgenSiinod 64 P MAERERID 752 (t, J =
8Hz: 2H); 5.69 (s: 2)iphaf® fiméred-Hnd’ Bctntdared tbzary hbssftmarer7r&dhutedBpdEsine t 23y, HOEY. (unresolved
peak: 1H). ES m/z = 456 [M+Na] m/z = 434 [M+H]' 5 m/z = 316 [M - OCH2CH2Si(CH3)3]'
N B-chioro-5.(3 g FIHE O SR L B oF R A T e a8 1
solution in tetrahydroflkBa Qredarptienn tof ShiCag! dbaticle size 40-60 um; diameter 2.5cm), eluting
6-chioro-5-(3-1usy) Lol { SR eadiasHlrd toing gl o destihgpreviously.

in 30 cm3 of tetrahydrofuran, and the 10 mixture is refluxed for 18 hours. The reaction medium is diluted

with 75 cm3 of ethylthgcR{BRe ch B afiGh 3 & FAXRI RSt BNd YRR A riish MR RESHIGHSKPRhe organic
phase is separated 60tG)fteveaiyionn{ thbiphases pasdajkar [Hacemaast i) eidk pohetnd] -aHsaturated

sodium chloride soluti nog jed over magnesiym.sulphate, filtered and _concentrated to dryness under
reduced pressure (le?ggz; g@,{?‘ E%Jhagarcpbo%ear&%lc eﬁn gg?g%r{andgl%s%l?r?f%ﬁsﬂai:/schromatography under an
argon pressure of 5Q kPa, on a column of silica gel (particle size 40-6%£m; diameter 2.5cm), eluting with

a cyclohexane/ethyl'HdSMBR TR (5895 B3 \bidas - FRet At doReaimingtng8s (¢ J =
10 8Hz 2H); 093 (t, J = 75Hz: 3H); 1.63 (Mt: 2H): 2.39 (t, J = 7Hz: 2H); 3.55 (1, =

8Hz: 2H); 5.71 (s: 2H); 7.48 (broad d, J= 6Hz: 2H); 7.98 (s. 1H); 8.08 (s: 1H); 8.69
(broad d, J= 6Hz: 2H); 10.67 (unresolved peak: 1H).

ES miz=445 [M+H]

N -6-chlor 0-5-(4-pyridyl)-1H-indazol-3-yl]butanamide

15  10.4cm’® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 770mg of N-{6-chloro-5-(4-pyridyl) - 1-[[ 2-(trimethylsilyl)ethoxy] methyl] -
1H-indazol-3-yl]butanamide, described previously, in 30cm? of tetrahydrofuran, and
the mixture is refluxed for 18 hours. The reaction medium is diluted with 75 cm® of
ethyl acetate and 75cm® of saturated sodium hydrogen carbonate solution. The

20 organic phase is separated out after settling of the phases has taken place, washed
with 50 cm?® of saturated sodium chloride solution, dried over magnesium sulphate,
filtered and concentrated to dryness under reduced pressure (2kPa; 50°C). The crude
product obtained is purified by chromatography under an argon pressure of 50 kPa,
on a column of silica gel (particle size 40-60 um; diameter 2.5cm), eluting with ethyl

25 acetate. The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C); the residue is taken up in 20cm® of ethyl
acetate, filtered off, washed with 5cm® of ethyl acetate and 20 cm?® diethy! ether, and
dried under reduced pressure (90Pa; 45°C) to give 320mg of N-[6-chloro5 (4



expected product are combined and evaporated under reduced pressure (2 kPa; 50C); the residue is
taken up in 25 cm3 @gls%gﬁ?r filtered off, Washedlvﬁh 2x10 cm3 20 of d'%t}y'l:ﬁg]ﬁﬁ%a’% dried under
reduced pressure (90 Pa; 0 give 220 mg of N- [6-Chloro-5-(3-furyl)-1H-indazol-3-ylbutanamide in
the form of white crystals melting at 250C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.95
(t, J=7.5Hz: 3H); 1.65 (mt: 2H); 2.39 (broad t, J = 7Hz: 2H); 6.76 (broad s: 1H); 7.64 (s: 1H); 7.78 (t, J =
25 1.5Hz: 1H); 7.95 (mt: 2H); 10.94 (unresolved peak: 1H); from 12.50 to 13.00 (broad unresolved peak:
1H). EXAMPLE 69 WO 03/078403 120 1-bromo 2-chloro 4-(phenylmethoxy)benzene: PCT/FR03/00752 2
g of 4bromo-3-chlorBidhIHid8erFekIY DBdRIE IR FRCHRR IFBTh Shn bl tr e ¥R d B A8 FPRYCOf sodium
hydride at 60% in oiRaor€O cm3 of dimethylformamide, followed by addition of a solution of 1.38 cm3 of
benzyl chloride dissolved in 5cm3 5 of dimethylformamide. The reaction medium is concentrated under

reduced pressure ang WMMJ C%ggm 19f i@g%&&gt R dTrh? ols Q{gg{ Lﬁhgge?_igq%@p&dl%éccessiver

with 2x50 cm3 of water and with 50cm3 of saturated sodium chioride solution, separated out after settling
of the phases has tdk&hhiace 38 fled OVERNAGhE40MdsdipRand kfbkte 2Ahd dddecHbate® S dryness
under reduced presawe §4PRIISIC) 3P Dbre 3orpf ke rRsEReyvgh inHyunified aysarematography
under an argon pre%l'g| re of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5cm),
eluting with a cyclohexane/ethyl acetate mixture (90/10 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50C). 2.63 g of
1-bromo-2-chloro-4-EtMMinEt6Bxy)benzene are 15 obtained in the form of an orange -coloured oil
which crystallizes. 1H NMR spectrum (300 MHz, (CD3)2S0d6, S in ppm): 5.16 (s: 2H); 6.99 (dd, J =9
and 3Hz: 1H); 7.34 (d,{8-enBina:5L3)ffromi14.35(to M ait ethoxd et By )-8t azol-3-

yllbutanamide

10 377mg of 3-furylboronic acid are added to 1g of N-[5bromo6-chloro-1{[2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide, described previoudy, in
Example 58, in 90cm® of dioxane, followed by addition of 570mg of sodium
cabonate in  18cm® of waer and  findly  173mg  of
tetrakis(triphenylphosphine)palladium, and the mixture is refluxed for 18 hours. The

15  reaction medium is diluted with 75cm® of ethyl acetate and 50 cm® of water. The
organic phase is separated out after settling of the phases has taken place, washed
with 50cm?® of water and 50cm?® of saturated sodium chloride solution, dried over
magnesium sulphate, filtered and concentrated to dryness under reduced pressure
(2 kPa; 50°C). The crude product obtained is purified by chromatography under an

20  argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pum; diameter
2.5cm), eluting with a cyclohexane/ethyl acetate mixture (85/15 by volume). The
fractions containing the expected product are combined and evaporated under reduced
pressure (2kPa; 50°C); 800 mg of N-[6-chloro 5 (3furyl)-1{[2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide are obtained in the form

25 of acolourless ail.

IH NMR spectrum (300 MHz, (CD3)2SO-d6, d in ppm): -0.06 (s: 9H); 0.84 (t, J =
8Hz: 2H); 0.96 (t, J = 7.5Hz: 3H); 1.66 (mt: 2H); 2.41 (broad t, J = 7Hz: 2H); 3.55



| H). EIl m/z =296 M'. 20 N-[6-[2-chloro-4-(phenylmethoxy)phenyl)-1-[[2-(trimethylsilyl)ethoxyimethyll- 1
H-indazol-3 -vii but i g of 1-bromo-2-chlorq-4-(phenylmethoxy)b d
previously, 1.11 g m%m%r onate in 36cm3 of Waat:? and 347 mg of elgé?%éjﬁ%%ﬁe
tetrakis(triphenylphosphine)palladium are added to 2g of N-[6-(4,4,5,5 25
tetramethyl[1,3,2]dioxaborolan-2-yl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide,
described previously in Example 56, in 180cm3 of dioxane. The medium is then refluxed for 2 hours and
the mixture is allowed to return to room temperature, 200cm3 of ethyl acetate and 100cm3 of water are
added and the WO €347 8ktF3 2 D1 PE1HRDRROEY &t &SVt Mhixdkiré e fitdredomr o P S Snter funnel
packed with Cehte. {rhie 3i9yniirseduorgahviedpiealsetire washed with 100 cm3 of distilled water and then
with 100 cm3 of saturated aqueous sodium chloride solution, dried over magnesium sulphate, filtered
and concentrated toggfynegg,ungdes redmag ressure (2kPa; 45C). The residue is 5 purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm;
diameter 2.5cm), eluting Wlth a Ioh rjethyl acetate mixture (85/15 by volume). The fractions
containing the expected procfuct are Cegﬁg ed and evaporated under reduced pressure (2kPa; 50C).
1.34g of N-[6-[2- chloro-4- (phen Imethoxy)phenyl [2 (trlmethylsnyl)ethoxy]methyl] -1H-indazol- 10

3- yI]butanamlde5are obtaifBd i H@ foriflof @ W TelAMR spectrum (300 MHz, (CD3)2S0-d6, S in
ppm): -0.08 (s: 9H); 0.83 (t, J = 8Hz 2H); 098(t J= 75Hz 3H); 1.69 (mt: 2H); 2.42 (t, J = 7Hz: 2H);
3.55 (t, J = 8 Hz: 2HN:5:23 L 0 afland 2.5Hz: 1H); 7.15 (broad d, J =
8.5Hz: 1H); 7.30 (d, J = 2.5 Hz 1H); from 7.35 to 7. 55 (mt 6H); 7.69 (broad 15 s: 1H); 7.86 (d, J = 8.5Hz:

1H); 10.51 (unresolviadt pak iétbutsl smiacri S INbride as a 1M solution in tetrahydrofuran are added
to 800 mg of N-[6chloro5(3furyl)-1-[[2(trimethylsilyl)ethoxy]methyl]-1H-
indazok 3-yl]butanamide, described previously, in 30 cm?® of tetrahydrofuran, and the

10  mixture is refluxed for 18 hours. The reaction medium is diluted with 75 cm?® of ethyl
acetate and 50cm’® of saturated sodium hydrogen carbonate solution. The organic
phase is separated out after settling of the phases has taken place, washed with 50 cm®
of saturated sodium chloride solution, dried over magnesium sulphate, filtered and
concentrated to dryness under reduced pressure (2kPa; 50°C). The crude product

15 obtained is purified by chromatography under an argon pressure of 50kPa, on a
column of slica gd (particle size 40-60 um; diameter 2.5cm), eluting with a
cyclohexane/ethyl acetate mixture (50/50 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPa; 50°C);
the residue is taken up in 25 cm® of diethyl ether, filtered off, washed with 2x10cm®

20  of diethyl ether and dried under reduced pressure (90 Pa; 45°C) to give 220 mg o N-
[6-chloro-5-(3furyl) - 1H-indazol-3-yl]butanamide in the form of white crystas
melting at 250°C.

IH NMR spectrum (300 MHz, (CD3),S0O-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.65
(mt: 2H); 2.39 (broad t, J = 7Hz: 2H); 6.76 (broad s; 1H); 7.64 (s: 1H); 7.78 (t, J =

25 1.5Hz 1H); 7.95 (mt: 2H); 10.94 (unresolved pesak: 1H); from 12.50 to 13.00 (broad
unresolved peak: 1H).

EXAMPLE 69



m/z = 432 [M - OCH2CH2SIi(CH3)3]' m/z =421 [M - C6H 120Si]'

N-[6-[2-chloro-4-(phenyl phenyll-1 H-indazol3 -yllbutanamide: 20 14.%%{
tetrabutylammonium |%S§#Z‘5e9%2‘§% 1M solution in tetrah;igr@u;furan are addedto I.3g 0 /00752
N-[6-[2-chloro-4-(phenylmethoxy)phenyl]-1-[[2- (trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide,
described previously, in 60cm3 of tetrahydrofuran, and the mixture is refluxed for 18hours; after cooling,
75 cm3 of ethyl acetate are added and the organic phase is washed successively with 25 50cm3 of
saturated sodium hydrogen carbonate solution and with 50cm3 of saturated sodium chloride solution.
The organic phase i$-86¥8LceNEN0 NEBNIINELAOXMDENKERIS S has taken place, dried over magnesium
sulphate, filtered and concentrated to WO 03/078403 122 PCT/FR03/00752 dryness under reduced
pressure (2 kPa; 502 ptef hsome: g e eerienetatisrolverhieRos miLeffid et iaormmidg aipiagidedder an
argon pressure of Sqkigh 4 HC QAT OhTGE SCbRTHES % 406G PER: diAERIFEARTY oluting with

a cyclohexane/ethyl acetate mixture (60/40 by_volurréﬁ%. The fractions containing the expected product
are 5 combined and@N/ANeH 2 ARS8 SeRH PHob it Pkieh Patrr e if e 18 35en up in
10cm3 of diisopsopyfetitraetjiiriechoftievash esotih 2xdomsSconcdisaptiomdee tlrencacabadeunder
reduced pressure (90 Pa: 45C) to give 6@0mg,of . , :

N 6-2-chioro.4-(onEn T TR A Rl s i o e W PR st 10 1
NMR spectrum (400MAiM 2XE003B)2gf0Mder Sindppitt): 80981{tol satprstedlz SeYML Gdor{det:sRkYioR, 40 (t, J =

THZ: 2H); 5.22 (S 2105f 1 @Epﬁﬁéj’s&ﬁi%5o|ﬂ¥hé-bﬂé§$1ﬂa§qg<eﬁ_I%,aé}%@-%:%&z@ﬁ (d,J=
2.5Hz: 1H); from 7.35 to 7.55 gt: 7H); 7.79 (d, J = 8.5Hz: 1H); 10.35 (unresolvedhEeak: 1H); 12.69

) 10
(unresolved peak: 1B PRAFnfULEHGOAN GNGRTY AeslAg FMEessHRRs CPHURPIRBSEHER IO KD 3P P dunhenvil-1 H

-indazol-3- vll hotangmigl@g of crude product, which is purified by chromatography under an argon

pressure of 50kPa, on a column of slica gel (particle size 4060 um; diameter

2.5cm), eluting with a cyclohexane/ethyl acetate mixture (90/10 by volume). The

fractions containing the expected product are combined and evaporated under reduced

pressure (2kPa; 50°C). 2.63g of 1-bromo-2-chloro-4-(phenylmethoxy)benzene are
15 obtained in the form of an orange-coloured oil which crystallizes.

IH NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 5.16 (s. 2H); 6.99 (dd, J = 9
and 3Hz: 1H); 7.34 (d, J = 3Hz: 1H); from 7.35 to 7.55 (mt: 5H); 7.65 (d, J = 9Hz:
1H).

El mz=2% M"

20  N6-[2-chloro-4-(phenylmethoxy)phenvl]-1-[[2-(trimethylsilyl)ethoxylmethyl] -
1H-indazol-3-yl]butanamide:

1.95 g of 1-bromo-2-chloro-4-(phenylmethoxy)benzene, described previously, 1.11 g
of sodium carbonate in 36cm® of water and 347mg  of
tetrakis(triphenylphosphine)palladium are added to 2g of N-{6(4,455
25  tetramethyl[1,3,2]dioxaborolan-2-yl)-1{ [ 2(trimethylsilyl)ethoxy] methyl]-1H-
indazol 3-yl]butanamide, described previously in Example 56, in 180cm?® of dioxane,
The medium is then refluxed for 2hours and the mixture is allowed to return to room
temperature, 200cm® of ethyl acetate and 100cm® of water are added and the



15cm3 of trimethylsilyl iodide are added to 0.6g of N-[6-[2-chloro-4-

(phenylmethoxy)ph =1H- ol-3-yllbutanamide, described previously, a ' s refluxed
for 4hours, foIIowed(i&ﬁ]a /It?(g%@f)ﬁ 50cm3 of methanol, 1?1% 20 refluxing is con%fﬁ}eE or @Err#inutes. The
reaction medium is concentrated to dryness under reduced pressure (2kPa; 50C), 100 cm3 of ethyl
acetate are added and the organic phase is washed with 2x50 cm3 of 10% sodium thiosulphate solution
and then with 50 cm3 of saturated sodium chloride solution. The organic phase is separated out after
settling of the phases has taken place, dried over magnesium 25 sulphate, filtered and concentrated to
dryness. The crude [5HUIES BEEHTE TS ERHEQUEY RSN 56N E GR i gbie SRB¥EORE of 50kPa,
on a column of silicagghi nadtetearireadef O] aliamete i leth)yaeduting thithvei tytdolenéaste/ethyl

acetate mixture (60/40 by yolume). The fractions containing.the expected product are 03/078403
5% POTEROS 007 S A SRS S O R e R B TSR e (o

chloro-4-hydroxyphehgcanganteried IR-dipirsnndRi e ¢dusetanessure tirk R . WitteesishigislH NMR
spectrum (400 MHz ,({3) 25 Shidfhaiist F"bhea‘?%r(tardoﬁ praskiés 380 kB oR A B o ARKAL J =7 Hz:
2H); 6.86 (dd, J = 8.5 and 2Hz: 1 H); 6.97 (d, J = 2Hz: 1H€ 7.05 (broad d, J = 9Hz: 1H); 7.30 (d, J = 8.5
Hz: 1H); 7.37 (s: 1H9SY (PE'(§!e) 2 A0-P-Hm o B3N Riresofd é@HQQ 19519 S @lissneetavly: 12.65
(tl)rﬁgd( s: 1H). IEl_{nlgmﬁtaagirmmlﬁﬁey[wbrﬁéﬁmmmq&ﬁwug ety et O
-1-[12-(trimet YISV ethoxvimetnhvil-1H-In Ol-p- utapamide; , r e alr. to go
N bromo. 1112 (PR e o Y B e B SRR ETE o 15
Example 51, in 80crii @P¢h(pherytmethshonpben-drid gulideetbnd sith @h@edisesiyl] - 1H-indazol -

10  3-yl]butanamide are obtained in the form of a yellow ail.

IH NMR spectrum (300 MHz, (CD3)2SO-d6, d in ppm): -0.08 (s: 9H); 0.83 (t, J =

8Hz: 2H); 0.98 (t, J= 7.5Hz 3H); 1.69 (mt: 2H); 2.42 (t, J= 7Hz: 2H); 3.55(t, J=

8 Hz: 2H); 5.23 (s 2H); 5.70 (s: 2H); 7.13 (dd, J = 8.5 and 2.5Hz: 1H); 7.15 (broad

d, J = 8.5Hz: 1H); 7.30 (d, J= 25Hz: 1H); from 7.35 to 7.55 (mt: 6H); 7.69 (broad
15 s 1H); 7.86 (d, J= 8.5Hz: 1H); 10.51 (unresolved peak: 1H).

El miz=549 M™"

m/z = 432 [M — OCH,CH,Si(CHa3)3]*

miz=421  [M — CsH120S]™

20  14.2cm’ of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 139 of N-[ 6] 2-chl oro-4-(phenylmethoxy)phenyl] - 1{ [ 2-
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide, described previously, in
60cm® of tetrahydrofuran, and the mixture is refluxed for 18 hours; after cooling,
75cn of ethyl acetate are added and the organic phase is washed successively with

25  50cm’ of saturated sodium hydrogen carbonate solution and with 50cm? of saturated
sodium chloride solution. The organic phase is separated out after settling of the

phases has taken place, dried over magnesium sulphate, filtered and concentrated to



bromine, and the mixture is then left stirring for 18 hours. The reaction medium is diluted with 100cm3 of

methylene chloride ic phase is washed with, 2x100 cm3 of 10% i i hate
HosnEe i SR s

solution and then w saturated sodium chlaride solution. The organic phase’is Separated out
after settling of the 20 phases has taken place, dried over magnesium sulphate, filtered and concentrated
to dryness under reduced pressure (2kPa; 50C). The crude product is purified by chromatography under
an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.5cm), eluting
with a cyclohexane/ethyl acetate mixture (70/30 by volume). The fractions containing the expected
product are combindtYART SBIEY PSR Shde PEacet prdedlive ¥ B wehesaeyr ‘?H%‘f% dHEeP Sopa; 45C)
to give 4.24 g of N-pu6Hdibbyroordriiddtsishe tinydeilgh ethox yhessileytF 5ol kiR axok delviibusasidicside in the
form of a yellow solid melting, at 134 0 03/078403 124 PCT/FR03/00752 1H NMR spectrum (300
iz, (D280 d6 Sar BHIE 2Ba s br i, ST S0 Tl S Dok, 3 SFBRC S 66 (me. 21
2.40 (t, J = 7THz: 2H)c8tde (ixiuze HP40 BiHY.0BI8E)( St IEHN® O ontgHng B8 expadter pOBEY Bifresolved
peak: 1H). N-[56 dibrarmted Shindageled LRHARNIES predRrdcPRAf teiveb uhdanamenim fuoride as a

1M solution in tetrahydrofuran are added to 1 g of _ _ 5
N[5,6-dibromo-1-[[2 ik etRy il Stk oLl ASE AR HERga A8 e ed il ayrshefid Hb B pviously, in
60cm3 of tetrahydrofileaproppidether rridtdredsurigdtusadctar pk&shine (SDFHe nBw)iggive 6003ngfethyl acetate

are added and the quganic, _phase, is washed successively with, 100 f saturated sodiym hydrogen
carbonate 10 solutiﬁ%@tﬁgﬂr%ﬂ pllllvgnc%n ol?osX Slﬁ)raepg(ﬁ smo)(c;lmtrjnazc ?|§S{?fgl%%?mdﬁ JIIi!me§n grgpgﬁpc phase is
separated out after Séwihg eyERSphases has taken place, dried over magnesium sulphate, filtered and

concentrated to dryness under reduced pressure (2 kPa; 50C) to give 1.6 g of crude product, which is
purified by chramatdgrapr spederansamom preSeusode0dkingpat): @.oeliniaf siicaeyl (Baticle size

4(-60 pm; 15 diametﬁﬁt?;é?_'(y‘;n}).zlglwigg\A;m:az%?lggfignﬁﬁth% 8?&'[3&? énlja:urg 5("§|(Z):/51(?_|§);y7.11
(dd, J= 85 and 2.5Hz: 1H); 7.27 d, J = 2.5Hz 1H); from 7.35 to 7.55 (mt: 7H);
7.79 (d, J=8.5Hz: 1H); 10.35 (unresolved pesk: 1H); 12.69 (unresolved peak: 1H).

El miz=419 M"
15 m/z=349 [M —CsCHeO]"

N -6-(2-chlor 0-4-hydr oxyphenyl)-1H -indazol-3-yl]butanamide;

15cm® of trimethylsilyl iodide are added to 0.6g of N-[6-[2-chloro-4
(phenylmethoxy)phenyl]- 1H-indazol-3-yl]butanamide, described previoudy, and the
mixture is refluxed for 4hours, followed by addition of 50cm? of methanol, and
20 refluxing is continued for 15 minutes. The reaction medium is concentrated to
dryness under reduced pressure (2kPa; 50°C), 100 cm? of ethyl acetate are added and
the organic phase is washed with 2x50 cm® of 10% sodium thiosulphate solution and
then with 50cm® of saturated sodium chloride solution. The organic phase is
separated out after settling of the phases has taken place, dried over magnesium
25  sulphate, filtered and concentrated to dryness. The crude product obtained is purified
by chromatography under an argon pressure of 50kPa, on a column of slica ge
(particle size 40-60 um; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate
mixture (60/40 by volume). The fractions containing the expected product are



volume). The fractions containing the expected product are combined and evaporated under reduced
pressure (2kPa; 50 idue is taken up in 20 ¢m3 of diisopropyl et I washed with
2x10cm3 of diisopr%’y@@%ﬁ@ﬁéﬁg dried (90 Pa; 45C) tc}%ylve 460 mg of N-[S,&%riﬁr%ﬁﬁﬂégfbwgz
1H-indazol-3-yl]butanamide in the 20 form of bluish crystals melting at 250C. 1H NMR spectrum (300
MHz, (CD3)2S0-d6, Sin ppm): 0.95 (t, J = 7.5 Hz: 3H); 1.66 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 7.91 (s: 1H);
8.28 (s: 1H); 10.55 (unresolved peak: 1H); from 12.70 to 13.20 (broad unresolved peak: 1H). EXAMPLE
71 25 N-[6-chloro-IH-indazol3-vll-2,2,3,3,4,4,4 -heutafluorobutanamide: 0.60 cm3 of heptafluorobutyryl
chloride is added to PHUPE A RYAMARGLPERE LU §596HA ST pPriaind, 2Artericbd fittne medium
to about 6C, the mixthirer ¢s4VH{AORYPREADB1H2MREAHB-RORUCDADRIEheNobtEdmee d othie tEmimiaf aom
temperature over 19WtF] uroand is evaporated to dryness order reduced pressure (2kPa; 45C). The
residue is taken up in 2§ R3 of ethyl acetate and 20 cm3 of water; the precipitate formed is filtered off
on a sinter funnel aTd then rinsed with 2xI0cm3 of methylene chloride and purified bga? chromatography

under an argon presstifMRSOERIBANGACS MiTl#n( & BaRa% 8l iharmid- W 46-68H7 3hrkéfr 3.5cm),
eluting with a cyslohgxane/ethybaeeiatey pxtoig, 648/3by ¥adwngay e iaptioos riaining:the

expected product are compined and evaporated. edu ressur. kPa; .5 ive 0.77 g of
N-[6¢chloro- [H- inda;f ?/}?g] ' a&’ajz eﬁtglugﬁ)%eu@rgg_m%?;k% ﬁioﬁﬁ&nﬁ?ﬁﬁﬁ& R spectrum
(300 MHz, (CD3)2S04d8, 151)) pRo2) (uhrESo(bed adskid] H) =19.88 ¢orbadl s1AH)HI2.856r(dd $-19Hz: 1H); 7.64

(broad s: 1H); 12.09 (unresolved peak: 1H); 13.25 (unresolved peak: 1H). El m/z = 363 M+. m/z = 194 [M
- CF2CF2CF3]+ 15 g)/z = ApHIMog COGF2CF2CF3]+

miz=259 [M - C,CHQ]"
10 EXAMPLE 70

N -[5,6-dibromo-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H -indazol-3-
yllbutanamide:

3.3cm®  of pyridine ae added to 4g of N-{6-bromo-1{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide, described previoudy in

15 Example 51, in 80cm® of chloroform, followed by dropwise addition of 2cm® of
bromine, and the mixture is then left stirring for 18 hours. The reaction medium is
diluted with 100cm® of methylene chloride and the organic phase is washed with
2x100 cm® of 10% sodium thiosulphate solution and then with 75 cm® of saturated
sodium chloride solution. The organic phase is separated out after settling of the

20 phases has taken place, dried over magnesium sulphate, filtered and concentrated to
dryness under reduced pressure (2kPa; 50°C). The crude product is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate mixture
(70/30 by volume). The fractions containing the expected product are combined and

25 evaporated under reduced pressure (2kPa; 50°C), then dried (90Pa; 45°C) to give
4249 of N-[5,6-dibromo-1-[[ 2-(trimethylsilyl)ethoxy] methyl]-1H-indazol - 3-
yl]butanamide in the form of ayellow solid melting at 134°C.



EXAMPLE 72 N-[5-(4-fluorouhenyl)-6-chloro-I-[[2-(trimethylsilvl)ethoxvimethyll-1H-indazol 3-vilbutanamide
470 mg of 4-fluorop ic_acid, 593 mg of sodiumq,carbonate in 40 cm d 155 mg of
tetrakis(triphenylpht?lsgp%(#]ggpa g%ium are added to 1g g? %I-[S %@Tﬁgq\f@b%r?@
bromo-6-chloro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol3-yl]lbutanamide, described in Example 58,
in 40 cm3 of dioxane. The mixture is refluxed for 18 hours and the reaction medium is filtered through a
sinter funnel packed with Cehte. 60 cm3 of ethyl acetate and 50 cm3 of distilled water are added to the
filtrate. The organic %5 hase is washed with 2x20 cm3 of saturated aqueous sodium chloride solution

and then separated SUNMR SBEfHINY GIARMbRaseBHaOriker MapEhnd-8Rdd St ABadhesium sulphate.
After filtration, the filyage [BHGODOSMHIAted WHIFYRERSI BBART VWD) 034078493 148 PO A-ROR/0Q752 reduced

pressure (2kPa; 50 n%e idue is purified by ¢ atoqr nder_an argon_pressure of 50 kPa,
on a column of silicggg' rtégegfﬁgdfo%é& 1%a#$§t§’ ﬁggﬁ;%el‘lﬂ'?ir@%ﬁ% @%&%{P‘iexane/ethyl
acetate mixture (90/10 by volume). The fractions containing the expected product are combined and
evaporated 5 under heheStDHAOTE - IP0RPOESIDUARNEIEIng (90 Pa; 45C), 0.75 g of N-[5-(4-
fluorophenyl)-6-chloro. 1- [(2-(trimethylsilyl)ethoxy] methyl]-1H -indazol-3- yl]butanamide is thus obtained
in the form of a yellal? femx’ bH thtMRityFeaimonLB OLidiHE A6GDBYR Siid) Shitepamiirefueh @e9H); 0.85 (t,
2= 8z 20y 093 8 W CHIeBORIRAY AR nd S BB s 512 24 5.70
(s: 2H); 7.31 (broad t, J = 9Hz:"2H); 7._46 (dd, J =9 and 6Hz; 2H); 7.91 (s: 1H); 8.00 (s: 1H); 10.60
(unresolved peak: 1H]butaamide. AEEcibernprev Gy [N S0RN REIway crpfoyan A/ she BRAURIS CoH
120Si]' 15 N-[6-chloigraxéd-firapphips Al dhslae0lrS crbutagmie&ate are added and the organic

phase is washed successively with 100cm® of saturated sodium hydrogen carbonate

10  solution and then with 75cm® of saturated sodium chloride solution. The organic
phase is separated out after settling of the phases has taken place, dried over
magnesium sulphate, filtered and concentrated to dryness under reduced pressure
(2kPa; 50°C) to give 1.6 g of crude product, which is purified by chromatography
under an argon pressure of 50 kPa, on a column of silica gel (particle size 4060 um;

15 diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture (50/50 by
volume). The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C) and the residue is taken up in 20 cm® of
diisopropyl ether, filtered off, washed with 2x10cm® of diisopropyl ether and dried
(90 Pa; 45°C) to give 460 mg of N-[5,6-dibromo-1H -indazol- 3-yl]butanamide in the

20  form of bluish crystals melting at 250°C.

1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.66
(mt: 2H); 2.39 (t, J= 7Hz: 2H); 7.91 (s. 1H); 8.28 (s. 1H); 10.55 (unresolved peak:
1H); from 12.70 to 13.20 (broad unresolved peak: 1H).

EXAMPLE 71

25 N-6-chloro-1H -indazok3-vyI1-2.2.3.3.4.4.4 -heptafluor obutanamid e:

0.60cm® of heptafluorobutyryl chloride is added to 1g of 6-chloro 1H-indazole -3

amine in 10cm? of pyridine, after cooling the medium to about 6°C, the mixture is



9.5 cm3 of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added to 0.73 g of
N-[6ch|oro-5-(4-fluo§R[§| -1-1[2-(trimethylsilyl)ethoxy]- methyl]- 1H-indazol3- ide, described
previously, in 20cm3 0 @é’]{}égﬁ%/&rofuran, and the mixtu?gezlégrefluxed for 18 ho%rés{?%%rg&@hggg, 30 cm3 of
20 ethyl acetate are added and the organic phase is washed successively with 2x20 cm3 of saturated
sodium hydrogen carbonate solution and with 20 cm3 of saturated sodium chloride solution. The organic
phase is separated out after settling of the phases has taken place, dried over magnesium sulphate,
filtered and concentrated to dryness under reduced pressure (2kPa; 50C); the crude product obtained is
purified by 25 chrontBE8gPUPNGIUHHERHER ARy SRR SSSRREERI S KB al DAY B Gilith I Ve aigtitPharticle size
40-60 pm; diameter &yoess) ueddtingiucith prexoleh@k@acksic)| acetadsdoXtuke(7(30 by srotushe). The
fractions containing the expected product ate combined and WO, 03/078403 127 PCT/FR03/00752
evaporated nder rS LR AL AP ST i df SoM APl IE AR S Thg Spic
N-[6-chloro.(4-fluordphesyndHthed aizosedy N thadakAfieinahaiehvl e acid asigln -aaslo oreid gsovoder. 1H NMR
spectrum (300 MHzcﬁmggs%@na@ o0 AP ookt 3 UEZ) Brdél I = 7 He
2H); 7.30 (broad t, J = 9Hz: 2H); 7.45 (broad dd, J = 9 and 6 Hz: 2Hqﬁn; 7.66 (s: 1H); 7.85 (s: 1H); 10.46
(unresolved peak: 1FEE 1988 H{ThrdEBIFEr pasi) LRIl Y With-2 94 ey Sy AR IREED] 10
EXAMPLE 73 N-[ [6¢tdraoipapheny)l) Ihetfiadaes! Sonttintganaaxcket&hir sdgecobizinorneinadiesmire added to
0.85 g of N-[6-(4-nitrophenyl)-1H-indazol-3- vllbuta id ribed i a > 64, in 50cm3 of acetic
acid, followed, one r%%?‘)ﬁ%%t/e@e&r,”ﬂij/eééﬁ?ztf%%g&y %L?iﬁrr?hr@%%r#g% z_?ozi%g,ea?h?(&ré}?ﬁ&u%ﬁ%r% irred for 1 hour
at 15 room temperatfgzatiebaddtids Arb dineatel wrehstpmam de Hh gaiiptef ifnel packed

10  1H NMR spectrum (300 MHz, (CD3);SO-d6, d in ppm): 7.19 (broad dd, J = 9 and
1.5Hz: 1H); 7.62 (d, J= 9Hz: 1H); 7.64 (broad s. 1H); 12.09 (unresolved peak: 1H);
13.25 (unresolved peak: 1H).

El miz=363 M"
miz=194 [M — CF.CF.CF4*
15 miz=166 [M — COCFCFCF3]*
EXAMPLE 72

N {5-(4-fluor ophenyl)-6-chlor o-1-[[2-(trimethylsily)ethoxy]lmethyl]-1H -indazol-

3-yl]butanamide

470 mg of 4-fluorophenylboronic acid, 593mg of sodium carbonate in 40 cm® of
20 water and 155 mg of tetrakis(triphenylphosphine)palladium are added to 1g of N-[5
bromo-6-chloro- 1-[ [ 2-(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yI] butanamide,
described in Example 58, in 40 cm® of dioxane. The mixture is refluxed for 18 hours
and the reaction medium is filtered through a sinter funnel packed with Celite. 60 cm®
of ethyl acetate and 50 cm® of distilled water are added to the filtrate. The organic
25 phase is washed with 2x20 om® of saturated agueous sodium chloride solution and
then separated out after settling of the phases has taken place and dried over

magnesium sulphate. After filtration, the filtrate is concentrated to dryness under



with Cehte and the filtrate is concentrated to dryness under reduced pressure (2 kPa; 50C). The residue

is taken up in 100c b;ﬁ ?%D. rofuran and 100 cm3 thyl acetate and t ' e is washed
SRR i IS

successively with 1 Urated sodium hydrogén carbonate solution an m3 of
saturated sodium chloride 20 solution, then dried over magnesium sulphate, filtered and concentrated to
dryness to give 500 mg of crude product, which is purified by chromatography under an argon pressure
of 50kPa, on a column of silica gel (particle size 40-60 pm; diameter 4.5cm), eluting with ethyl acetate.
The fractions containing the expected product are combined and the solid is triturated in 20 cm3 of

diethyl ether, filtered S CRRITEH S TR 5E Chi8b NG EfFFHBtTAUEHE N P RERLESERRY: WK to give
200mg of N-[6-(4- aamr@gdre pydsslite-iofd 5adF3; b utapkumidefirsitiea foe(odriyeldodzerystads melting at

230C. WO 03/078403 128 PCT/FR03/00752 1H NMR spectrum (300 MHz. (CD3)2SQ-d6, Sin ppm): 0.98
(oroad . 2~ 7 oty SR o ey gy B R ERESIRIRT il Siptie ity By P
2H); 7.27 (broad d, YeuBi8HZhe HRCTons qoneHung, theegpegtedoquae coawisecayt evadiaed = 8.5Hz:
1H); 10.26 (unresolypidpeakichhl brd O (KkPas G fReEdMbE P 45°C), 0759 of N-[5-(4

N-[6-[4-(dimethvlamino)nhenvll-1-[[2-(trimethvisilvl)ethoxvimethvll-1H- indazol-3-yll bu tanamide: 785 mg
of 4bromo-N,N-diméetHSPAY) S2eHR) o EsditimeBrisinasthory] Satndt WatedZRb3 96 mg of
tetrakis(triphenylphogphinaypiderd tnsaiganddea tiee loghodiNd @ Idv wax.
(4,4,5,5-tetramethyl[1,3,2]dioxaborolan2-yl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-

1H-indazol-3-yllbutanamjdie, desciheesii M6 &9 S phiosaReTbA) raasym s then

refluxed for 18 hours, the resulting mixture is then allowed to return to room temBerature and 75 cm3 of

ethyl acetate and 75¢#3%DnE8r (aré adedtr Phe: bRFAME ghse 38 ridd dVi mdlseSivinisulphate,
filtered and congenteated seidnyness: bhipnder (adugediprensureHp kBe(ddQ)=oe aivecHE @iaf;crude

product, which is pu]?%?[?s 1H); 8.00 (s: 1H); 10.60 (unresolved peak: 1H).
El  miz=461 M"
miz=344  [M — OCH,CH,Si(CHa)3"
miz=333  [M - CeH120S]"

15  N-6-chloro-5-(4-fluorophenyl)-1H -indazol-3-vl]butanamide

9.5cm?® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 0.73g of N-6-chloro-5-(4-fluorophenyl)-1-[ [ 2(trimethylsilyl)ethoxy] -
methyl]- 1H-indazok 3-yl]butanamide, ~ described  previoudy, in 20cm®  of
tetrahydrofuran, and the mixture is refluxed for 18 hours; after cooling, 30 cm® of
20  ethyl acetate are added and the organic phase is washed successively with 2x20 cm®
of saturated sodium hydrogen carbonate solution and with 20 cm? of saturated sodium
chloride solution. The organic phase is separated out after settling of the phases has
taken place, dried over magnesium sulphate, filtered and concentrated to dryness
under reduced pressure (2kPa; 50°C); the crude product obtained is purified by
25  chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture

(70/30 by volume). The fractions containing the expected product are combined and



by chromatography under an argon pressure of 50kPa, on a column of silica gel (particle size 40-60 pm;
diameter 2.5 cm), elyti I yclohexane/ethyl acet mixture (80/20 by actions
containing the expe(%}e%q%)%duc gare combined and eva%Zrated under reduce%{%qsc}g@a?@%‘giéa; 50C).
170mg of N-[6-[4- 20 (dimethylamino)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3
yl]butanamide are obtained in the form of a yellow oil. 1H NMR spectrum (400 MHz, (CD3)2S0-d6, S in
ppm): -0.08 (s: 9H); 0.84 (t, J = 8Hz: 2H); 0.98 (t, J = 7.5 Hz: 3H); 1.68 (mt: 2H); 2.40 (t, J = 7Hz: 2H);
2.98 (s: 6H); 3.57 (t, J = 8Hz: 2H); 5.71 (s: 2H); 6.85 %ﬂ J = 9Hz: 2H); 7.41 (broad d, J = 25 8.5Hz: 1H);
7.64 (d, J = OHz: 2HFYPABeHrYAHRL Tqired BERIrg CKRRH50TH) and o & (R ESoRiR bR vEH). El m/z =
452 M'. WO 03/078408 g 9RC acR086Q8-Thidroptiery § 38-[vhd26E BIIObRSi4idS) 3 Yheritr s &2 [M -
C6Hj20Si]' N-[6-[4-<g|%legwinw?eepvll-l H-indazol3-vllbutanamide: 2.3 cm3 of tetrabutylammonium
fluoride as a 1M solGlioh i %e%'raeﬂ rofuran are 5 added to 170mg of

N-[6-[4-(dimethylamPo&Phenyl]-l-[[Z- trimethyl:z,%yl)ethox - meth%—_ 1H-indazol3-¥i]tl)utar.1amide,
described previouslyH Wﬁ%fuﬁfmﬂﬁu 2)arta-fife chdare i9-Bfilxdd for 18 BdlirkE3fter cooling,
50 cm3 gf eghybaze@?temg aded andﬁrlle:qeﬁn?@@taﬁ@@d&,wasgﬁ&:weﬁ&b/%%wtb&@ T—:ry_g of e
saturated sodium hydrogen carho splution wit| C aturated sodiu ) C e solution.
The organic phase igngoe%i{'lzat?ﬁbgﬁgﬁe&séﬁ?h?g? tﬁ% sggﬁésﬁ{%{%%?fvs%é@?k&%%v%% agnesium
sulphate, filtered an@uomsdeatrpead tdH)iryness under reduced pressure (2kPa; 50C) to give 160mg of
crude product, which is purified by chromatography under an argon pressure of 50 kPa, on a column of

silica gel (particle sige 406Q pmagiamgter 3.5cm), eluting with a cyclohexane/ethyl 15 acetate mixture
(70/30 by volume). The fractions containing the expected product are

miz=2%61 [M-C4, CHQ]"

10 EXAMPLE 73

N[ 6-(4-aminophenyl)-1H-indazol-3-yl]]butanamide:

856 mg of zinc powder are added to 0.85g of N-[6- (4 nitrophenyl)-1H-indazol-3-
yl]butanamide, described in Example 64, in 50cm’ of acetic acid, followed, one hour
later, by addition of a further 856 mg of zinc, and the mixture is stirred for 1 hour at

15 room temperature. The reaction medium is filtered through a sinter funnel packed
with Celite and the filtrate is concentrated to dryness under reduced pressure (2 kPa;
50°C). The residue is taken up in 100cm?® of tetrahydrofuran and 100cm?® of ethyl
acetate and the organic phase is washed successively with 100cm® of saturated
sodium hydrogen carbonate solution and with 100 cm® of saturated sodium chloride

20  solution, then dried over magnesium sulphate, filtered and concentrated to dryness to
give 500 mg of crude product, which is purified by chromatography under an argon
pressure of 50kPa, on a column of slica gel (particle size 4060 um; diameter
4.5cm), eluting with ethyl acetate. The fractions containing the expected product are
combined and the solid is triturated in 20 cm® of diethyl ether, filtered off, washed

25  with 2x5cm?® of diethyl ether and then dried (90 Pa; 45°C) to give 200mg of N-[6-(4
aminophenyl)-1H-indazol - 3-yl]butanamide in the form of yellow crystals melting at
230°C.



combined and evaporated under reduced pressure (2kPa; 50C); the residue is taken up in 10 cm3 of
diethyl ether, fllterec{/\?ﬁ qg §§i under reduced press g (90 Pa; 45C)to glg;& %Ha?()
N-[6-chloro-5-(4-dimethylamino)phenyl)-1H-indazol-3- yl[butanamide in the form o oW crystals melting
at 260C. 20 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.98 (broad t, J = 7.5Hz: 3H); 1.68
(mt: 2H); 2.39 (t, J = 7Hz: 2H); 2.97 (s: 6H); 6.84 (broad d, J = 8.5Hz: 2H); 7.31 (broad d, J = 9Hz: 1H);
7.51 (broad s: 1H); 7.58 (broad d, J = 8.5Hz: 2H); 7.78 (d, J = 9Hz: 1H); 10.27 (broad s: 1H); 12.52
(broad s: 1H). EXAMPLE 75 25 2-chloro-N-(6-chloro-1H-indazol3-ylacetamide 5.1 g of chloracetic

anhydride are added o™y RfBEFIYM-(RRhMET6 €82 M etn d30PRM3 GPEoibRE antitneomature is
refluxed for 18 hourgHihe ceeaipitaty; fgrgge@l i3 YWP3Pij8403 @B’reaa@TﬁFﬁO@égO(MItﬁr@é off, washed

with 20cm3 of toluene an ith 20cm th uced pressure
(90Pa; 45C) to give%qi %Pzez]rﬁ% imér@%ﬁhiz@%ﬁ@? nlﬂr%ﬁé #Hﬁ %rfégrﬂ)oqag §rey powder
melting at 223C. 1HINMR &pettiend. G300 Wﬂqmmmdﬁi ek pr)) 12.8B(fsot$);1HL1 (dd, J =9 5
and 1.5Hz: 1H); 7.56 (broad s: 1H); 7.84 (d, J = 9Hz: 1H); 10.87 (unresolved peak: 1H); 12.96
(unresolved peak: 1Hx ANf(Prahtpro-IH-indazol3-yl)-4-methyl-I-piperazineacetamide 0.7cm3 of
N-methylpiperazine is added to 500mg of 2chloro-N- (6ch|oro IH |ndazol3 -yl)acetamide, described
previously, in 15 cmg of dijn . 14QC for 2hours and
then concentrated toaryne naer ' Nyracetate and 50 cm3
of water are then aderﬁilﬂbLﬁ&y@mtdﬁhase is Washed W|th 500m3 of saturated sodium chloride
solution, dried over magnesium sulphate, filtered and concentrated to dryness to give 0.53 g of crude
product, which is purigchpyotsbroatotyhptiyretiytandingrgaarié piessiue cbidkRa, 00 @catmn of silica

gel (particle size 40:GQ o, ARFRIEHF tetrakis(triphenylphosphine)palladium are added to 1g of N-[6-
10  (4,4,55tetramethyl[1,3,2]dioxaborolan 2-yl)- 1-[ [ 2-(trimethylsilyl)ethoxy]methyl] -
1H-indazol-3-yl]butanamide, described in Example 56, in 50 cm® of dioxane. The

medium is then refluxed for 18 hours, the resulting mixture is then allowed to return
to room temperature and 75 cm® of ethyl acetate and 75 cm® of water are added. The
organic phase is dried over magnesium sulphate, filtered and concentrated to dryness

15  under reduced pressure (2 kPa; 45°C) to give 1.6 g of crude product, which is purified
by chromatography under an argon pressure of 50 kPa, on a column of silica ge
(particle size 40-60 um; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate
mixture (80/20 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2 kPa; 50°C). 170mg of N-[6-[4

20  (dimethylamino)phenyl] -1 [ 2(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-
yl]butanamide are obtained in the form of ayellow ail.

1H NMR spectrum (400 MHz, (CD3):SO-d6, d in ppm): -0.08 (s: 9H); 0.84 (t, J =
8Hz: 2H); 0.98 (t, J = 7.5Hz: 3H); 1.68 (mt: 2H); 2.40 (t, J = 7Hz: 2H); 2.98 (s
6H); 3.57 (t, J = 8Hz: 2H); 5.71 (s. 2H); 6.85 (d, J = 9Hz: 2H); 7.41 (broad d, J =

25 8.5Hz 1H); 7.64 (d, J = 9Hz: 2H); 7.82 (broad s. 1H); 7.85 (d, J = 8.5Hz: 1H);
10.43 (unresolved peak: 1H).

El mz=452 M"



2.5 cm), eluting with a methylene chloride/methanol/aqueous ammonia mixture (93/7/1 by volume). The
fractions containingw ted product are combineti d evaporated und sure (2kPa;
50C); the residue is a@e@é@%ﬁ@ cm3 of diethyl ether, |€§red off and dried (9%%;; tol}%?ve 192mg of
N-(6chloro-IH 20 indazol3-yl)-4-methyl-l-piperazineacetamide in the form of a beige-coloured powder
melting at 165C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 2.18 (s: 3H); 2.40 (unresolved
peak: 4H); 2.58 (unresolved peak: 4H); 3.22 (s: 2H); 7.09 (broad d, J = 9Hz: 1H); 7.53 (broad s: 1H); 7.86
(d, J =9Hz: 1H); 10.11 (broad s; 1H); 12.83 25 (broad s: 1H). EXAMPLE 76
N-(6-chloro-IH-indazol3-vIf{ZpipertdindabetQnldetied 651948403 131 PCT/FR03/00752 The process is
performed as in Example 75, starting with 500 mg of 2chloro-N-(6- chloro-IH-indazol-3-yl)acetamide, 15
cm3 of acetonitrile and 0.6Wem32 pipBYiditeH #R8] eaction medium is refluxed for 2hours, the
precipitate formed is then filtered off on a sinter funnel and the crystals, after taking up in methanol, are

purified by 5 chromayoyapiny wede/ @hi ReSsHERE SR @i khan eiarmasalienn of silica gel (particle size
40-60 pm; diameter 2.5 cm), eluting with a methylene chloride/methanol mixture (93/7 by volume). The

fractions containing e Pected BIRAChRFFRPMRENEE 289, QXARTateH UndsrdsdrgerR gesure (2kPa;
50C); the residue is taken up in 5cm3 of diethyl ether, filtered off and dried (90Pa; 45%())(éﬂlve 447mg of

N-(6chloro-IH 18 incRA5rB ) 1 hipeerRliikAE talciiae! iy aRunRIRhepy h-JHitd ol sHyé) 153C. 1H

NMR spectrum (300nidiry] (GRBRS6P 3G Kritarizpiiels, 1.4RdmbedH) plebiousyi: 4i); frman®454p 2.60 (mt:

R ST 2, T DA R T BBl 005 road
ethyl acetate are added and the organic phase is washed successively with 50 cm® of

saturated sodium hydrogen carbonate solution and with 50 cm?® of saturated sodium

10 chloride solution. The organic phase is separated out after settling of the phases has
taken place, dried over magnesium sulphate, filtered and concentrated to dryness
under reduced pressure (2kPa; 50°C) to give 160mg of crude product, which is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gel (particle size 40-60 pum; diameter 3.5cm), eluting with a cyclohexane/ethyl

15  acetate mixture (70/30 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2kPa; 50°C); the residue is taken
up in 10 om® of diethyl ether, filtered off and dried under reduced pressure (90Pa;
45°C) to give 40mg of N-[6-chloro-5-(4-dimethylamino)phenyl)-1H-indazol-3-
yl]butanamide in the form of yellow crystals melting at 260°C.

20 14 NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (broad t, J = 7.5Hz:
3H); 1.68 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 2.97 (s. 6H); 6.84 (broad d, J = 8.5Hz:
2H); 7.31 (broad d, J= 9Hz: 1H); 7.51 (broad s. 1H); 7.58 (broad d, J= 8.5Hz: 2H);
7.78 (d, J=9Hz: 1H); 10.27 (broad s. 1H); 12.52 (broad s: 1H).

EXAMPLE 75

25  2-chloro-N-(6-chloro-1H-indazol3-yl)acetamide

5.19g of chloracetic anhydride are added to 5g of 6chloro-1H-indazole-3-amine in

300 cm?® of toluene and the mixture is refluxed for 18 hours. The precipitate formed is



N-(6-chloro-IH-indazol3-vl)-4-morpholineacetamide Working as in Example 75, starting with 500 mg of
2chloro-N-(6chloro-I1H- | -yl)acetamide, 15 cm3 qf_ acetonitrile and 0.54 line. The
reaction medium is @%%Waghours and then conce(zin%?ated to dryness undﬁ?ﬁﬁég@ce 8pressure
(2.7kPa; 50C) and the crude product obtained is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 4(-60 pm; diameter 2.5 cm), eluting with ethyl acetate. The
fractions containing the expected product are combined and evaporated under reduced pressure (2 kPa;
50C), then dried (90Pa; 45C) to give 470 En%g N(6-chlor-1H-indazol3-yl)-4 25 rgorPhoIineacetamide in
182 (

the form of a white JOVRERE tHe MR§NeH M0 FOE 1R UG FYEh dogrLi (B9 R 2N (BB -d6, S in
ppm): 2.58 (broad t,chleriid z2nd Id)iedBubde(sreditso3otssdIpe0@d PaJ 454 20 4HE 509 ¢Hidcilisrérand 2Hz: 1H);

7.53 (d, J = WO 03/078403 PCT/FRO3/00752 2Hz: 1H): 7.84 (d, J = 9Hz: 1H): 10. nresolved
peakt 11 1263 (orSad BB oA B USEAEE L0 o ey ot el d 225

/
pea
N-(6-ch|oro-lH-inda2fl3-vl -1H-1,2,4-triazole-1-acetamide 5 The process is performed as in Example 75,
starting with 500 mg bf BtHorBeRrE! CRILMHA-(FP2S3%0)d Mo rimia é,3BI A of &dbnite 423 mg of
1,2,4-triazo|§ agdd Zgﬁmggﬁ;pgi%jsﬂg@;;(m@a@q% E;;ga, qgggﬂw@gm@%‘pmﬁg%m@ﬁgﬁurs qfr_ldd tgen
concentrated to dryness reduced pressur a; ; the crude product obtained is purified by
chromatography ungﬁaﬂgfﬁg@ﬁr&?@%’%%&%@ﬁPa, on a 10 column of silica gel (particle size 40-60 pm;
diameter 2.5 cm), eluting with ethyl acetate. The fractions containing the expected product are combined,
evaporated under réd(G-el g4kl rada@z ey IkAaneihv drigip ez pepcamTide give 120 mg of N-
(6-chloro-1H-indazol-3-yl)-1H-1,2,4-triazole-lI-acetamide in the form of a white powder melting above
260C. 15 1H NMR spéctriinaf(300nslihyipi (SRs)2 SO daid&i ntepBoY:rbg2 8f (-t oNL06idd pdo=119-

indazok 3-yl)acetamide, described previously, in 15cm?® of dimethylformamide, the
10 reaction medium is heated at 140°C for 2hours and then concentrated to dryness
under reduced pressure (2 kPa; 50°C). 50 cm® of ethyl acetate and 50 cm?® of water are
then added and the organic phase is washed with 50cm® of saturated sodium chloride

solution, dried over magnesium sulphate, filtered and concentrated to dryness to give
0.53g of crude product, which is purified by chromatography under an argon

15 pressure of 50kPa, on a column of silica gel (particle size 4060 pum; diameter
2.5cm), eluting with a methylene chloride/methanol/aqueous ammonia mixture
(93/7/1 by volume). The fractions containing the expected product are combined and
evaporated under reduced pressure (2kPa; 50°C); the residue is taken up in 5cm® of
diethyl ether, filtered off and dried (90 Pa; 45°C) to give 192mg of N-(6-chloro-1H-

20  indazol 3-yl)-4 methyl-1-piperazineacetamide in the form of a bege-coloured
powder melting at 165°C.

IH NMR spectrum (300 MHz, (CD3)SO-d6, din ppm): 218 (s 3H); 240

(unresolved peak: 4H); 2.58 (unresolved peak: 4H); 3.22 (s. 2H); 7.09 (broad d, J =

9Hz: 1H); 7.53 (broad s: 1H); 7.86 (d, J = 9Hz: 1H); 10.11 (broad s. 1H); 12.83
25  (broad s: 1H).

EXAMPLE 76

N -(6-chloro-1H -indazol-3-vI)-1-piperidineacetamide




and 2Hz: 1H); 7.55 (d, J = 2Hz: 1H); 7.84 (d, J = 9Hz: 1H); 8.03 (s: 1H); 8.60 (s: 1H); 11.00 (unresolved
peak: 1H); 12.90 (u \KF? %829 k 1H). DCl m/z = 29 +NH4]+ m/z = 277 +HJ€+ ?O% AMPLE 79
N-(6-chloro-IH-indazol -2- yclohexylamlno)acetamr € The process is per ormed as in Example 75,
starting with 500 mg of 2chloro-N-(6- chloro- IH-indazol-3-yl)acetamide, 15 cm3 of acetonitrile and 0.7cm3
of cyclohexylamine. The reaction medium is refluxed for 2hours and then concentrated 25 to dryness
under reduced pressure (2kPa; 50C); the crude product obtained is purified by chromatography under an
argon pressure of 50 kPa, on a column of silica WO 03/078403 133 PCT/FR03/00752 gel (particle size
40-60 pm; diameter 26 E’iﬂ?@ltﬁrﬂ‘@'f\%m Sy & Ko SRRt PR e SLS St N iEBmixture
(97/2.5/0.25 by volunme)rdl'hen‘maaztrbrISyk)araamm@ nlﬁe:mimﬁmbprmwahcamemmbuﬁqmandr tiee residue is
taken up in 20 cm3 _gf diiso ther, fil red nd dried under d ced sure (90Pa; 45C) to 5
give 492mg of N-(6- fﬂ eacf zorp-éé-y Fé’ e %Q%r%r?nqng {g?r%r E'n tHSﬁq r‘[rarlrg%r aavvhrte powder
melting at 170C. 1an|\nra§;ﬁédrrurrﬁl (30D Wﬂi@ry@absmgotd@wn ppmptieoah, BEOAWiigbhynt: 5H); 1.56

(mt: 1H): 1.70 (mt; ) dd,J=9
ar:d 1.5Hz; 1H)@7 szgﬂ()gﬁa%@g{gzm ﬁ%ﬂr%mj fge?ﬂ)“" 10 1H8H%§d{3%n iﬁ%é‘f?ﬁ%%' é@g%

H).
EXAMPLE 80 2- [(nﬁéﬁdﬁ’f@h\ﬁ)aﬁﬁﬂs‘i@f\%%ﬁro‘?‘b‘qPﬂrWHHf”dF?RWélE%?éﬁ'ﬂM@%@W&é@é%’berformed
as in Example 75, s{aaingywidl whe). mgeofrasivos @dNed e thecexbdrd garotidky eaeiabiiéd, shd cm3 of

acetonitrile and 0.67 cm3 f 5 ben % mipe. The r@q%ro dium is.refluxed for 1 hopr agld the
precipitate formed iS FRer ere 0 Was dﬂP of atatonitrile and e|s§§< ml&hylgnec Iorlde

diethyl ether, filtered off and drled (90 Pa; 45°C) to give 447mg of N-(6-chloro-1H-
10  indazol3-yl)- 1- piperidineacetamide in the form of a white powder melting at 153°C.

IH NMR spectrum (300 MHz, (CD3):SO-d6, d in ppm): 1.42 (mt, 2H); 1.57 (mt:
4H); from 2.45 to 2.60 (mt: 4H); 3.17 (s. 2H); 7.08 (dd, J =9 and 2Hz: 1H); 7.52 (d,
J = 2Hz: 1H); 7.86 (d, J = 9Hz: 1H); 10.05 (broad s. 1H); 12.82 (unresolved peak:
1H).

15 EXAMPLE 77

N -(6-chloro-1H -indazol 3-vl)-4-mor pholineacetamide

Working as in Example 75, starting with 500 mg of 2-chloro-N-(6-chloro-1H-
indazol 3-yl)acetamide, 15cm® of acetonitrile and 0.54cm® of morpholine. The
reaction medium is refluxed for 2 hours and then concentrated to dryness under
20  reduced pressure (2.7kPa; 50°C) and the crude product obtained is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 2.5cm), eluting with ethyl acetate. The fractions containing
the expected product are combined and evaporated under reduced pressure (2 kPa;
50°C), then dried (90Pa; 45°C) to give 470 mg of N-(6-chlora 1H-indazol-3-y) -4
25  morpholineacetamide in the form of a white powder melting at about 8290°C.

1H NMR spectrum (300 MHz, (CD3)SO-d6, d in ppm): 2.58 (broad t, J = 4Hz: 4H);
3.24 (s 2H); 3.66 (broad t, J = 4Hz: 4H); 7.09 (dd, J = 9 and 2Hz: 1H); 7.53 (d, J =



then purified by chromatography under an argon pressure of 50kPa, on a column of silica gel (particle
size 40-60 pm; diarTW%rO%B@Bg eluting with a methylel%S chloride/methanol@(ngl nia mixture
(97/2.5/0.25 by volume). The Tractions 20 containing the"expected product are Ccombined and the residue
is taken up in 20 cm3 of diisopropyl ether, filtered off and dried under reduced pressure (90Pa; 45C) to
give 305 mg of 2[(phenylmethyl)amino]-N-(6-chloro- 1H-indazol-3-yl)acetamide in the form of a white
powder melting at 156C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 3.39 (s: 2H); 3.79 (s:
2H); 25 7.09 (dd, J=9 and 2Hz: 1H); 7.26 (broad t, J = 7Hz: 1H); from 7.30 to 7.45 (mt: 4H); 7.53 (d, J =
2Hz: 1H); 7.89 (d, JEHHATHY-FbT18.50%6'% 0160 (S RaESRI MR sBRd Hdak14 £ (Proad
(unresolved peak: 1hrediVeQPRKB4AR 134 PCT/FR03/00752 EXAMPLE 81
N-(6-chloro-IH-indazol3-vl)-1H-azepne 4-acetamide The process is performed as in Example 75, starting
with 500 mg of 2chleroA\,(; ghjgro- IH-indazol-3-yl)acetamide, 15 cm3 of acetonitrile and 0.69 cm3 of 5
hexamethyleneiminé. The reaction medium is refluxed for 2 hours and then concentrated to dryness
under reduced pressur Pa; 50C); the ¢ru roduct is purified by chromatography under an argon
pressure of 50 kPa,?\H %&%F : 1?9;-? o5 eter 2.5 cm), eluting with ethyl
acetate. The fractions containing the expected product are combined and the residue is taken up in 10 10
cm3 of diisopropyl elNEPREETe O ERieftigd b BIicedPIEgTE @BPRY Asegtergide(670mg of
N(6-chloro-1H-indazsikd o/ HL hheRzelpir) eka e desiomihef fasaonftal e log/rfigani. 4,blAMANNRospectrum

(300 MHz, (CD3)ZSO}:§ %Ziln m): from 1.%%&0 1.75 %mt: 8H); 2.77 (t, 7= 5 Hz: 4H): 3.36 (s: 2H); 7.09
(60, 3 2 & ant o TSR Pl Gt U 1 et Ol AL B o ALl e v,
from 12.50 to 13.20 tfimroerhcaniretsdl i@ drpessk UbEEY. reduced pressure (2kPa; 50°C); the crude product

obtained is purified by chromatography under an argon pressure of 50kPa, on a

10  column of slica ga (particle size 40-60 pum; diameter 2.5cm), eluting with ethyl
acetate. The fractions containing the expected product are combined, evaporated
under reduced pressure (2 kPa; 50°C) and dried (90Pa; 45°C) to give 120 mg of N-
(6-chloro-1H-indazol-3-yl)-1H-1,2,4triazole- 1-acetamide in the form of a white
powder melting above 260°C.

15  1H NMR spectrum (300 MHz, (CDs);S0-d6, d in ppm): 5.27 (s: 2H); 7.10 (dd, J= 9
and 2Hz: 1H); 7.55 (d, J = 2Hz: 1H); 7.84 (d, J = 9Hz: 1H); 8.03 (s. 1H); 8.60 (s
1H); 11.00 (unresolved peak: 1H); 12.90 (unresolved pesak: 1H).

DCI m/iz=294 [M+NH4"
miz=277 [M+H]"
20 EXAMPLE 79

N -(6-chloro-1H -indazol 3-vI)-2-(cyclohexylamino)acetamide

The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6
chloro-1H-indazol-3-yl)acetamide, 15cm® of acetonitrile and 0.7cm®  of
cyclohexylamine. The reaction medium is refluxed for 2hours and then concentrated
25 to dryness under reduced pressure (2kPa; 50°C); the crude product obtained is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica



El m/z =306 M'. EXAMPLE 82 N-(6-chloro-IH-indazol3-vl)-1-pinerazineacetamide 20 The process is
performed as in Ex le 7 ting with 500 mg of ch ro-N-(6- chloro-IH-i g -3- tamide, 15
cm3 of acetonitrile Z\W&S@%@ng Of piperazine. The reac |§n medium is refluxe% ?f%%%yr and then
concentrated to dryness under reduced pressure (2kPa; 50C); the crude product is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle size 4(-60 pm; 25
diameter 2.5 cm), eluting with a methylene chloride/methanol/aqueous ammonia mixture (90/10/1 by
volume). The fractions containing the expected product are combined, concentrated under reduced

pressure and then d9fdd (@€ 4569 144RL WO 0dRPe2032 38N C FERB 3752 386 R
N-(6-chloro-1H-indazabBed)ritthaperagireacatanaae mitheddom /. 28/hite/ébane) Trhéidiispectrum (300

MHz, (CD3)2S0-d6, S in : 2.49 s 4H); 2.77 (mt:, 4H); 3.19 (s; 2H): 7. dd, J =9 and 2Hz: 1H);
b (0 3 oz, 11RO e e el ot 6 (el ina el S T ST B 2 o
[CSH"N2]' EXAMPL® gasnp@dneones-|if e 2ff3a00 -oripd-gaieretedueedintsiorsp (RaRangiaettamide 10
The process is gerfojiedasip E%m@eﬂé&faﬁ%%ﬁ@?@@g@ﬁcﬂr% IR BI&amide in the

C

chloro-IH-indazol-3-yl)acetamide, 15cm3 of acetonitrile and 0.77cm3 of 3- (dimethylamino)propylamine.
The reaction mediurPi& iR\ BPUASURE LAY FEP" Concentrated to dryness under reduced pressure
(2kPa; 50C); the crude product is purified by chromatography under an argon pressure of 50 kPa, on a

column of silica 15 (jél WHWBW; Cﬁ‘&ha)e«%r—%&mpmuliﬁgw&@mtméﬂ@(mem);
chloride/methanol/aqugqits amnonis FixuIR (940 Bros e The. BR§H90S (. 1+); 330

(s 2H); 7.09 (dd, J = 9 and 1.5Hz: 1H); 7.52 (d, J = 1,5Hz: 1H); 7.93 (d, J = 9Hz:
10  1H); 12.82 (unresolved peak: 1H).

EXAMPLE 80

2] (phenylmethyl)amino]-N -(6-chlor o-1H -indazol- 3-yl)acetamide

The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6
chloro-1H-indazol-3-yl)acetamide, 15cm® of acetonitrile and 0.67 cm®  of

15  benzylamine. The reaction medium is refluxed for 1 hour and the precipitate formed
is filtered off, washed with S5cm® of acetonitrile and 5cm® of methylene chloride,
then purified by chromatography under an argon pressure of 50 kPa, on a column of
slica ga (paticle size 40-60 um; diameter 25cm), eluting with a methylene
chloride/methanol/aqueous ammonia mixture (97/2.5/0.25 by volume). The fractions

20  containing the expected product are combined and the residue is taken up in 20 cm®
of diisopropyl ether, filtered off and dried under reduced pressure (90Pa; 45°C) to
give 305 mg of 2[(phenylmethyl)amino]-N-(6-chloro-1H-indazol-3-yl)acetamide in
the form of a white powder melting at 156°C.

IH NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): 3.39 (s 2H); 3.79 (s 2H);

25 7.09 (dd, J=9 and 2Hz: 1H); 7.26 (broad t, J = 7Hz: 1H); from 7.30 to 7.45 (mt:
4H); 7.53 (d, J = 2Hz: 1H); 7.89 (d, J = 9Hz: 1H); from 10.00 to 10.60 (very broad
unresolved peak: 1H); 12.82 (unresolved peak: 1H).



containing the expected product are combined, concentrated under reduced pressure and then dried
(90Pa; 45C) to give \%P(S)B}?g 541\6%6 -chloro-1H-indazol-3: %%2 [[3- (dimethylam| inolacetamide
in the form of light-brown foam. 20 1H NMR spectrum (% MHz, (CD3)2S0- |n ppm):1.69 (mt: 2H);
2.11 (s: 6H); 2.28 (t, J=7 Hz: 2H); 2.60 (broad t, J = 7Hz: 2H); 3.35 (s: 2H); 7. 08 (dd, J = 9and 2Hz:
1H); 7.53 (d, J = 2Hz: 1H); 7.89 (d, J = 9Hz: 1H); from 12.00 to 13.00 (very broad unresolved peak: 1H).
El: m/z =309 M'. 25 EXAMPLE 84 WO 03/078403 136
N-(6-chloro-IH-indazol3-vl)thiomoruholine-4-acetamide PCT/FR03/00752 The process is performed as in
Example 75, startin@mé of 2chloro-N-(6- chloro-IH-indazol-3-yl)acetamide, 15 cm3 of acetonitrile
and 0.62 cm3 of thlomorphollne The react|on medlum is refluxed for 2 hours, the precipitate formed 5 is
filtered off and the fili 3 e zepintef ractiamitipressure (2 kPa; 50C); the crude
product obtained is purified by chromatography under an argon pressure of 50 kPa, on a column cf silica
gel (particle size 40- ﬂﬁbmﬂmcé@r@e@foﬂn‘é@ms)r@Imw%aﬂqhmwrWemgl acetmermmigse (50/50 by

volume). The fractig ?commln?% h a%% tecllldgro %twar.ri]z&ombl trevaporglteg égrdeg redfuced 10

pressure (2kPa; 50C) and drle o give of floros
indazol3-yl)thiomorgieshmstayepetanizle Theheesolionohepeie yellmﬂu&edanHZ\hWSS@dtrmwsoo MHz,

(CD3)2S0-d6, S in RpfRdnRafd) @@Hr%ﬁass%ﬁéeﬁ%ué&ﬁ) rlrSlnY 53e e tudbthatizs 1H): 7.54

(d, 3 =2Hz: 1H); 7.82 (d, J = 9 Hz: 1H); 10.16 (unresolved peak: 1I—r|g from 12.60 to 13.10 (broad
unresolved peak: 1BUi'If-|?dl?VrﬁVE°m§?E@"%hy =L N HER\PP EEe@ymn of silica

gel (particle size 4060 pum; diameter 2.5cm), eluting with ethyl acetate. The

fractions containing the expected product are combined and the residue is taken up in
10 10cm® of diisopropyl ether, filtered off and dried under reduced pressure (90Pa;
45°C) to give 670mg of N (6-chloro-1H-indazol-3-yl)-1H-azepine- 1-acetamide in

the form of a yellow foam.

1H NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): from 1.50 to 1.75 (mt: 8H);
2.77 (t, J= 5Hz: 4H); 3.36 (s: 2H); 7.09 (dd, J = 9 and 2Hz: 1H); 7.54 (d, J = 2Hz:

15 1H); 7.90 (d, J= 9Hz: 1H); 10.06 (unresolved peak: 1H); from 12.50 to 13.20 (broad
unresolved peak: 1H).

El m/z = 306 M*
EXAMPLE 82

N-(6-chloro-1H -indazok3-yl)-1-piper azineacetamide

20 The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6
chloro-1H-indazol-3-yl)acetamide, 15 cm® of acetonitrile and 528 mg of piperazine.
The reaction medium is refluxed fa 1 hour and then concentrated to dryness under
reduced pressure (2kPa; 50°C); the crude product is purified by chromatography
under an argon pressure of 50kPa, on a column of silica gd (particle size 4060 um;
25 diameter 25cm), eluting with a methylene chloride/methanol/agueous ammonia
mixture (90/10/1 by volume). The fractions containing the expected product are
combined, concentrated under reduced pressure and then dried (90Pa; 45°C) to give



N-(6-chloro-IH-indazol3-vl)-1-pyrrolidineacetamide 20 The process is performed as in Example 75,
starting with 500 m -\-(6- chloro-IH-indazol-3;yl)acetamide, 15 cm (?,5 and 0.51
cm3 of pyrrolidine. é%%%?ﬁ%égmedium is refluxed forf%ours and then concgeé)Etr/a%t‘f(i:%eig";{cr(;&6 ryness under
reduced pressure (2kPa; 50C); the crude product obtained is purified by chromatography under an argon
pressure of 50 kPa, on a column of silica gel (particle 25 size 4(-60 pm; diameter 2cm), eluting with a
methylene chloride/methanol/aqueous ammonia mixture (95/5/1 by volume). The fractions containing the
expected product are combined, evaporated under reduced pressure (2kPa; 50C) and dried (90Pa; WO
03/078403 137 PCT?ﬁ%S/Gtﬁ?@i%@?ﬁ%%@%‘ﬁg‘%ﬂr@%@ﬁﬁﬁ@amdﬁ in the form of a
IH-indazol-3-yl)-1-pystaticaracetamide in the form of an off-white powder melting at 168C. 1H NMR
spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 1.76 (mt: 4H); 2.64 (mt: 4H); 3.35 (s: 2H); 7.09 (dd, J=9

and 2Hz: 1H); 7.53 (g ‘NTVI?—'J"_Zp o rq%(ﬂ/lﬁz:&%%%olw&%ﬁwn?@lﬂﬁd mq)akz;lflznﬁrom 12.50 to

13.10 (very broad unresolved "peak: . EXA
N-(6-chloro-IH-indaZBi3- A2 (F22tlinfekB\niro fotig gindiac eRmittld Tr&1grdEbs< RO berfbrmed as in
Example 75, stayting with1p01m@oqliAeaimred Netk: 19)chloro-1H-indazol-3-yl)acetamide, 15 cm3 of
acetonitrile and 0.68 cm3 of N,N dimethylethylenediamine. The reaction medium is refluxed for 2 hours
and then concentraggd to dryness;undgyreduced pressure (2kPa; 50C); the crude product is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm;
diameter 2.5 cm), eluting with a methylene 15 chloride/methanol/aqueous ammonia mixture (95/5/1 by
volume). The fractions cof¥Zinifg the &ﬂéﬁ%@ product are combined, concentrated under reduced
pressure and then dried (90 Pa; 45C) to give 113 mg of N-(6-chloro-1H-indazol-3-yl)-2-[[2-
(dimethyhmino)ethyB2tAiddlb&83mide in the form of a white solid melting at 104C.

N -(6-chlor 0-1H -indazok 3-v1)-2-[[3(dimethylamino)pr opyl]amino]acetamide

10 The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6
chloro-1H-indazol-3-yl)acetamide, 15cm® of acetonitrile and 0.77cm® of 3
(dimethylamino)propylamine. The reaction medium is refluxed for 3hours and then
concentrated to dryness under reduced pressure (2kPa; 50°C); the crude product is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica

15 gd (paticle size 40-60 pm; diameter 2.5cm), €eluting with a methylene
chloride/methanol/aqueous ammonia mixture (90/10/1 by volume). The fractions
containing the expected product are combined, concentrated under reduced pressure
and then dried (90 Pa; 45°C) to give 300 mg of N-(6-chloro-1H-indazol-3-yl)-2-[[3
(dimethylamino)propyl]amino]acetamide in the form of light-brown foam.

20 1H NMR spectrum (300 MHz, (CD2,S0-d6, d in ppm): 1.69 (mt: 2H); 2.11 (s 6H);
2.28 (t, J= 7Hz: 2H); 2.60 (broad t, J = 7Hz: 2H); 3.35 (s: 2H); 7.08 (dd, J = 9 and
2Hz: 1H); 7.53 (d, J = 2Hz: 1H); 7.89 (d, J = 9Hz: 1H); from 12.00 to 13.00 (very
broad unresolved peak: 1H).

El: miz=309 M"

25 EXAMPLE 84



1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 2.15 (s: 6H) 2.34 (t, J = 20 6 Hz: 2H); 2.66 (t, J
= 6Hz: 2H); 3.40 (s: \%}—(J) 8;%& oad dd, J=9 and ZHZB]EJg ); 7.52 (broad s: 1E|&,1T ﬁ%’%ﬁ 9 Hz: 1H);
from 9.50 to 10.30 (very unresolved peak: 1H); 1 (unresolved peak:1H E 87
N-(6-chloro-IH-indazol3-vl)-1-cvclonronvlaminoacetamide trifluoroacetate 25 The process is performed as
in Example 75, starting with 500 mg of 2chloro-N-(6- chloro-IH-indazol-3-yl)acetamide, 15cm3 of
acetonitrile and 0.45 cm3 of WO 03/078403 138 PCT/FR03/00752 cyclopropylamine. The reaction
medium is refluxed for 2 hours and then concentrated to dryness under reduced pressure (2kPa; 50C);

the crude product istptefed g8<tire of 50 kPa, on a column of silica

gel (particle size 4(-60 pm; dlameter Zcm) eIutlng Wlth ethyl acetate The fractions containing 5 the
expected product aréhsoprisiersdssiail eonrsbasriat & anrle r be iatiéed prdb e me git @ cBBIaNy (6f product

which is still impure, Bjighis- mdg;@d&b))( BBkl dalten copeepfratipg dhgiiactinns edaining he expected
product and drying under reduced_pressure (90Pa; 45C), 140mg of N-(6-chloro-1H-indazol-3-yl)-1-

cyclopropylaminoacEtamRiengifso %@%@%@Wﬁlhééﬁﬂ%@@ B USR8 RGBS MRSk lting at
218C. 1H NMRspeqértine(@DoiMbtit (RdDB)28E 16l Golcsntred) tdrdmresd Qteid. Qéd(mid Prissiee82 (mt: 1H);
4.15 (s: 2H); 7.14 (broad.d and 2Hz: 1 8 ) 1H): 9.14
(unresolved peak: 2{-%%%1 %% 8 ?2%0 \938 Bmd—'&lﬂ?a' @é@ ?Hrr'cé% byﬁﬁ ﬁf QRX r\rf
N-(6-chloro-IH- indaz@g@\ﬂb&ﬁ(@die&ﬁjﬂammnmﬂm‘(ﬁacetgﬂlnﬁﬂ@ttdsrs(mf%bﬁ@ aowtdi@Ner®le process is
performed as in Exagnple, /Sy éﬁﬂ[}'ﬂﬂtwtﬁfﬁ?@%m&ﬁ“%@f&e(ﬁuﬁht@%ﬂ%@%ﬂ@l‘@ﬁ@%a‘m'de 15

cm3 of acetonitrile and 0.86 cm3 of N,N
fractions containing the expected product are combined, evaporated under reduced

10 pressure (2kPa; 50°C) and dried (90 Pa; 45°C) to give 560 mg of N-(6-chloro-1H-

indazo} 3-yl)thiomorpholine-4-acetamide in the form of a pale yellow foam.

IH NMR spectrum (300 MHz, (CD3);SO-d6, d in ppm): 2.70 (mt: 4H); 2.83 (mt:

4H); 3.27 (s 2H); 7.10 (dd, J = 9 and 2Hz: 1H); 7.54 (d, J = 2Hz: 1H); 7.82 (d, J =

9 Hz: 1H); 10.16 (unresolved peak: 1H); from 12.60 to 13.10 (broad unresolved peak:
15  1H).

El miz=310 M™"
m/z = 116 [C5CH 1N S]+
EXAMPLE 85

N-(6-chloro-1H -indazol3-vl)-1-pyrrolidineacetamide

20 The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6
chloro-1H-indazol-3-yl)acetamide, 15cm?® of acetonitrile and 0.51 cm?® of pyrrolidine.
The reaction medium is refluxed for 2hours and then concentrated to dryness under
reduced pressure (2kPa; 50°C); the crude product obtained is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
25 size 4060 um; diameter 2cm), eluting with a methylene chloride/methanol/aqueous
ammonia mixture (95/5/1 by volume). The fractions containing the expected product
are combined, evaporated under reduced pressure (2kPa; 50°C) and dried (90Pe;



20 diethylethylenediamine. The reaction medium is refluxed for 2 hours and then concentrated to dryness
under reduced pres %ﬁ - 50C); the crude product is, purified by HPLC 7%‘?2%5 n; Cs, 7m;
length 350 mm, dian%"lk()a@(rs I?r%r%% eluent: acetonitrile/wa Zr (20/80 by volumeg%(?n alnln};t;)(eJ 1%
trifluoroacetic acid; flow rate 125 cm3/min). The fractions containing the expected product are combined,
25 concentrated under reduced pressure (2kPa; 50C) and then dried (90Pa; 45C) to give 870mg of
N-(6-chloro-1H-indazol-3-yl)-2-(2-diethylaminoethylamino)acet- amide tris(trifluoroacetate) in the form of a
white solid melting at 160C. WO 03/078403 139 PCT/FR03/00752 1H NMR spectrum (400 MHz,
(CD3)2S0-d6 with atiftiol? 82 & BebpisNif SepisEd gz Cheaie pEratitacasesan ¢ 1§ thgpm); 1.24
(t, J = 7.5 Hz: 6H); 3@ (of, ad off Aabkie pdiijer3ndtTtifm ki 4163°d. 16 (s: 2H); 7.12 (broad d, J = 8.5 Hz: 1H);
7.58 (broad s: 1H); 7.87 (d, J = 8.5Hz: 1H). 5 EXAMPLE 89 N-[5.6

dinhenvl-1-[[2-(trimethvisi eéﬂ% Iy -i?gl z0k3- I 2 : 421 henylboronic acid,
1.55 g of sodium carg]'orllﬁaﬂt)((eﬁin 400%%%%%3?@ Bfgéz%gé mqg}l@r@ﬁ{ Iils?:t?l he'n%/l hgé%h?ﬁg)palladium
are added to 1 g of Kb, 8-FiKPoAD; 1-02 (0 ctfyaemAdzh sy rheehid]-1 Fi Zha2bl 348 b(Rahamide,
described in Exampie 701 4); edemarrbgicapaskand theomiiuse ts neftoxeérioprbBnaieselV&e reaction
medium is diluted with 10Q0cm3 of ethyl acetate and with 100cm3 of water and is then filtered through a
sinter funnel packed with Celite. The organic phase is 15 separated out after settling of the phases has
taken place and washed with 75 cm3 of saturated sodium chloride solution, separated out after settling of
the phases has takelXANHRL Bi#6d over magnesium sulphate, filtered and concentrated under reduced
pressure (2kPa; 50C) to give 2.6g of crude product, which is purified by chromatography under an argon
pressure of 50 kPa, WA @gtddioantDirsiliceldelifpa fiTlelidieaiz e O(kibin] dianobies dnbic), eluting with a
cyclohexane/ethyl acetate mixture

The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6

10  chloro-1H-indazol-3-yl)acetamide, 15cm® of acetonitrile and 0.68 cm® of N,N-
dimethylethylenediamine. The reaction medium is refluxed for 2 hours and then
concentrated to dryness under reduced pressure (2kPa; 50°C); the crude product is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gel (paticle size 40-60 pm; diameter 2.5cm), euting with a methylene

15 chloride/methanol/agueous ammonia mixture (95/5/1 by volume). The fractions
containing the expected product are combined, concentrated under reduced pressure
and then dried (90 Pa; 45°C) to give 113 mg of N-(6-chloro-1H-indazol-3-yl)-2{[ 2
(dimethylamino)ethyl]amino]acetamide in the form of a white solid melting at 104°C.

IH NMR spectrum (300 MHz, (CD3);SO-d6, d in ppm): 2.15 (s. 6H); 2.34 (t, J =

20 6Hz 2H); 2.66 (t, J = 6Hz: 2H); 3.40 (s: 2H); 7.08 (broad dd, J = 9 and 2Hz: 1H);
7.52 (broad s: 1H); 7.90 (d, J= 9 Hz: 1H); from 9.50 to 10.30 (very broad unresolved
peak: 1H); 12.81 (unresolved peak: 1H).

EXAMPLE 87

N -(6-chloro-1H -indazol 3-yl)-1-cyclopr opylaminoacetamide trifluor oacetate

25 The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6

chloro-1H-indazol-3-yl)acetamide, 15cm® of acetonitrile and 0.45cm®  of



(80/20 by volume). The fractions containing the expected product are combined, evaporated under

reduced pressure ( ; d then dried (90 Pa; 45(3) to give 1.4g of
N-[5,6-diphenyl-I-[[2- tF?nqg/t%%%ﬁgl)ethoxy]methyl]-lH-in gzol-?a-yl]butan- amid:écl-rl;/ﬁ]%o%%?%% a yellow oil.

25 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): -0.06 (s: 9H); 0.86 (t, J = 8 Hz: 2H); 0.96 (t, J
= 7.5Hz: 3H); 1.66 (mt: 2H); 2.42 (broad t, J = 7Hz: 2H); 3.59 (t, J = 8Hz: 2H); 5.74 (s: 2H); from 7.05 to
7.35 (mt: 10H); 7.71 (s: 1H); 7.89 (s: 1H); 10.57 (unresolved peak: 1H). WO 03/078403 140 El m/z=485
M'm/z = 368 [M - OCH2CH2SIi(CH3)3]" m/z = 357 [M - C6HI20SIi]' N-[5,6 diuhenvl-1
H-indazol-3-vllbutan@fHRREOBEMER 31O (RAEROE Teoém S B tetesH G ARSI e roneRMEes 1M solution
in tetrahydrofuran ate dgoed tmdeS rgdubdd-[oréssdiph@rkyal - Ba=Qyintetlylsidy hethexydnpetiiidd byl -indazol-3-

yl]butanamide, desc%]bed revi usll_}f1 40 40cm3 of tetrahxfdg furan, and Ehe ml%('[sl.llﬁg S elrglufﬁd for 18

hours; after cooling, {:nr#ggcr)?pe y Acetat R hdded andt ea’o?aéan(f% up et Gdendd With 75 cm3 of

saturated sodium ci@ed-60luiBndemeterganit shiise Nathsetapacetele olhaftertiqorirngtaning phases has

taken place, drigd oygr SAGGRLEHRIUSHIRL SR LIHEI SHPRShEOMERRITRIGS IedidgRasitess gekiced
pressure (2kPa; 50C) to give 1.5 g of crude product, which is purified by_chroma;'qg)rrﬁ hy under an argon

pressure of 50kPa, SR IAMABACARIER (Farfitle BIPE" 80 BimiSaRmedr by, --efthiflg with a
cyclohexane/ethyl acetatatraixiyitee(Ga/4onbormdining)thEleepbbidagaibans entdinHtpuiitiraxpesied product

are combined and eyaporated r red pressyre (2kPa; 50C).the product, which is still impure, is
purified by HPLC (I—I?{/%Flg?l coltgr%d%cm%% ; I_engft%bjé% mr%? diglrgn)g ecrﬁﬁr(r}nm,lg l?(za%ﬁg @e anol/water
(70/30 by volume) ceyfR&RIPRYleMPREHatYoa detitiererpetfity aEacobtaBra3iming f9ter ebrrcaviitating to

dryness the fragfions gomiainingéhe sxpected

IH NMR spectrum (300 MHz, (CD3)2S0-d6, d in ppm): from 0.70 to 0.95 (mt: 4H);
2.82 (mt: 1H); 4.15 (s: 2H); 7.14 (broad dd, J = 9 and 2Hz: 1H); 7.58 (broad s. 1H);
7.86 (d, J = 9Hz: 1H); 9.14 (unresolved peak: 2H); 11.08 (unresolved peak: 1H);
12.98 (broad s: 1H).

15 EXAMPLE 88

N -(6-chlor 0-1H -indazol-3-vI)-2-(2-diethylaminoethylamino)acetamide tris-

(trifluoroacetate)

The process is performed as in Example 75, starting with 500 mg of 2chloro-N-(6
chloro-1H-indazol-3-yl)acetamide, 15cm® of acetonitrile and 0.86cm® of N,N-

20 diethylethylenediamine. The reaction medium is refluxed for 2hours and then
concentrated to dryness under reduced pressure (2kPa; 50°C); the crude product is
purified by HPLC (Kromasil column; Cg, 7um; length 350 mm, diameter 60 mm,
eluent: acetonitrile/water (20/80 by volume) containing 0.1% trifluoroacetic acid;
flow rate 125 cm*min). The fractions containing the expected product are combined,

25  concentrated under reduced pressure (2kPa; 50°C) and then dried (90Pa; 45°C) to
give 870mg of N-(6-chloro1H-indazol-3-yl)-2-(2diethylaminoethylamino)acet-
amide trigtrifluoroacetate) in the form of a white solid melting at 160°C.



20 product, the residue is taken up in 10 cm3 of diisopropyl ether, filtered off, washed with 2x5 cm3 of
diisopropyl ether an [ ; 45C) to give 100 m N-[5,6- diphenyl-1 (Jéug é;ogg utanamide in
the form of white crygsvt%aglg%ég mgg;saat 210C. 1H NMR spglc rum (300 MHz, (CD|§) gﬁg , w%’gppm): 0.95 (t,
J=7.5Hz: 3H); 1.65 (mt: 2H); 2.40 (t, J = 7 Hz: 2H); from 7.00 to 7.30 (mt: 10H); 7.40 (s: 1H); 7.82 (s:
25 1H); 10.43 (broad s: 1H); 12.75 (unresolved peak: 1H). EXAMPLE 90 WO 03/078403 141
PCT/FR03/00752 N-[6-chloro-5-(4-methviuhenvl)-1-[[2-(trimethvisilvl)ethoxvimethvl]-IH-indazol
3-vllbutanamide The, process is performed as in Example 62, starting with 1 g of N-[5-bromo-6-
chIoro-I-[[2-(trimethagl))HMﬁoWH&h)ﬂﬁgﬂMﬁﬂaz@- URSNYH dckiet ihed Bk BB Ble 58, in 50
cm3 of dioxane, 4560DgoTdRRE! Y laepaorenicceskl, B6AmEN L sadin=cathonas); 20z3g, of distilled
water and 155mg of _tetrgkis(tripheny. %%sphi e) %I di .T? ixture is refl ]‘or}_ﬁéo inutes and is
then allowed to returh i 1 ’r(g’élzi tm%ﬁiu sazﬁlt% d rﬁ%r@ﬂﬂag g’n er t%é f) ed with Celite
and 60cm3 of ethy! éwetats ard);tA&T atjdedBtbHaefirate. The 10 organic phase separated out after
settling of the phases has taken place, washed with 30 cm3 of saturated aqueous sodium chloride
solution and thef dried Oves eagnesium sulphate. After filtration, the filtrate is concentrated to dryness
under reduced pressure (2 kPa; 50C) and the residue is purified by chromatography under an argon
pressure of 50 kPa,pr-a eRlwan of $ikca fe g’gl?emg%ﬁﬁgﬂmgi_ 8[.4.5 cm), eluting 15 with a
cyclohexane/ethyl a €). Inhe fracuons mrr@?r%g-me expected product are
combined and evapilHistanadisiereduced pressure (2 kPa; 50C). After drying (90 Pa; 45C), 880mg of
N-[6chloro-5-(4-methylphenyl)-1-[[2- (trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide are
obtained in the form of an off-white powder. 20 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm):
-0.05 (s: 9H); 0.85 (t, J =

1.12 g of phenylboronic acid, 1.55g of sodium carbonate in 40cm® of water and

10 463 mg of tetrakis(triphenylphosphine)palladium are added to 1g of N-[5,6-dibromo
1-[[ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol- 3-yl]butanamide,  described  in

Example 70, in 150cm® of dioxane, and the mixture is refluxed for 18 hours. The

reaction medium is diluted with 100cm?® of ethyl acetate and with 100cm?® of water
and is then filtered through a sinter funnel packed with Celite. The organic phase is

15  separated out after settling of the phases has taken place and washed with 75 om?® of
saturated sodium chloride solution, separated out after settling of the phases has taken
place, dried over magnesium sulphate, filtered and concentrated under reduced
pressure (2kPa; 50°C) to give 2.6g of crude product, which is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle

20 size 40-60 pm; diameter 2.5cm), eluting with a cyclohexane/ethyl acetate mixture
(80/20 by volume). The fractions containing the expected product are combined,
evaporated under reduced pressure (2kPa; 50°C) and then dried (90 Pa; 45°C) to give
1.4g of N-[5,6-diphenyl-1-{[ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-yl] butan
amide in the form of a yelow ail.

25  1H NMR spectrum (300 MHz, (CD3),;SO-d6, d in ppm): -0.06 (s: 9H); 0.86 (t, J =
8Hz: 2H); 0.96 (t, J = 7.5Hz: 3H); 1.66 (mt: 2H); 2.42 (broad t, J = 7Hz: 2H); 3.59
(t, J = 8Hz: 2H); 5.74 (s. 2H); from 7.05 to 7.35 (mt: 10H); 7.71 (s. 1H); 7.89 (s.
1H); 10.57 (unresolved peak: 1H).



8 Hz: 2H); 0.93 (t, J = 7.5Hz: 3H); 1.64 (mt: 2H); 2.39 (s: 3H); 2.39 (t, J = 7Hz: 2H); 3.56 (t, J = 8Hz: 2H);
5.70 (s: 2H); 7.30 (myt: 4H); s: 1H); 7.99 (s: 1H); 9 (unresolved peak; =457 M' 25
miz = 340 [M - oc@&@@%g‘g’é)sy miz = 329 [M - Cé%@OSi]‘ B HRoSUGs2
N-[6-chloro-5-(4-methvinhenvl)-1H-indazol3-vllbutanamide WO 03/078403 142 PCT/FR03/00752
11.4cm3 of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added to 870mg of
N-[6-chloro-5-(4-methylphenyl)-1-[[2-(trimethylsilyl)ethoxy]- methyl]- 1H-indazol3-yl]butanamide,
described previously, in 20cm3 of tetrahydrofuran. The medium is then refluxed for 20 hours and the
mixture is then 5 allGbed t8%Wetuffo rddm temperature and 20 cm3 of ethyl acetate are added; the
organic phase is washed with 2x20 cm3 of saturated aqueous sodium hydrogen carbonate solution and
then with 2x20 cm3 of satuméed3aguediM s&filthCthBffelds)dolution. The organic phase is separated out
after settling of the phases has taken place, dried over magnesium sulphate, filtered and evaporated to
dryness under 10 reducedrmtessge (2kRa; ¢3¢ Ol e residue is taken up in 10cm3 of diethyl ether,
filtered off on a sinter funnel and then dried under reduced pressure (90Pa; 50C) to give 195 mg of
N-[6chloro-5-(4-metRytahemdhdrindazdz3ardRianamigs jg the form of a beige-coloured powder. 1H
NMR spectrum (40 Z, - in ppm): 0. [, J= 7.5 Hz: 3H); 1.63 15 (mt: 2H); from 2.30 to
i-ggmfg}fg@%&{é@g}g%g@@ iR hiolige 2 LS Rt v arERRR G gr & 1) Bl miz
N-[6-[4-(nhenvimethasdgrhte hdglob Mife fdipfERy(tirbiivigieidshvethexsinipthyl] - 1H-indazol - 3

yl]butanamide, described previously, in 40cm?® of tetrahydrofuran, and the mixture is

refluxed for 18 hours; after cooling, 75cm? of ethyl acetate are added and the organic
phase is washed with 75 cm?® of saturated sodium chloride solution. The organic phase
10 is separated out after settling of the phases has taken place, dried over magnesium
sulphate, filtered and concentrated to dryness under reduced pressure (2kPa; 50°C) to
give 1.5g of crude product, which is purified by chramatography under an argon
pressure of 50kPa, on a column of slica gel (particle size 4060 um; diameter
3.5cm), eluting with a cyclohexane/ethyl acetate mixture (60/40 by volume). The
15 fractions containing the expected product are combined and evaporated under reduced
pressure (2kPa; 50°C); the product, which is still impure, is purified by HPLC
(Hypersil column; Cig, 5um; length 250 mm, diameter 21 mm, euent:
methanol/water (70/30 by volume) containing 0.1% trifluoroacetic acid; flow rate
10cm®min); after concentrating to dryness the fractions containing the expected
20  product, the residue is taken up in 10 cm® of diisopropyl ether, filtered off, washed
with 2x5cm? of diisopropy! ether and dried (90 Pa; 45°C) to give 100 mg of N-[5,6
diphenyl-1H-indazd - 3-yl]butanamide in the form of white crystals melting at 210°C.

IHNMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.65
(mt: 2H); 2.40 (t, J = 7Hz: 2H); from 7.00 to 7.30 (mt: 10H); 7.40 (s. 1H); 7.82 (s.
25 1H); 10.43 (broad s. H); 12.75 (unresolved peak: 1H).

EXAMPLE 90



1H-indazol-3 -vli butanamide 306 mg of phenylboronic acid, 427 mg of sodium carbonate in 30cm3 of
water, and 248 mg Whenylphosphlne)pallaflﬂm are added to 1g %g}r F_?B

[4- (phenylmethoxy)pheny -1- (trimethylsilyl)ethoxyJmeéthyl]-1 H-indazol-3 anamrde prepared
in Example 63, in 100cm3 of dioxane, and the mixture is refluxed for 18hours. 100cm3 of ethyl acetate
and 100cm3 of water are added and the reaction medium is filtered through a sinter funnel packed with
Cehte. The WO 03/078403 143 PCT/FR03/00752 organic phase is separated out after settling of the
phases has taken place washed successively Wrth 1OOCm3 of Water and Wlth 100 cm3 of saturated
sodium chloride solM¥dénSHaQ(AMeBYIREEN) SH AN el ) r dldioindazebduced
pressure (2kPa-50C3 1g]gixandmigef an oil, WhICh is purlfled by chromatography 5 under an argon
pressure of 50 kPa, on a column of silica gel (particle size 4(-60 pm; diameter 3.5 cm), eluting with a

cyclohexane/ethyl a?ﬁ@ﬁ&%%@ﬂé%@ﬂeﬁyﬂ%u%ﬂ Q%gaggg q;gmawgfﬂﬂ?[gx&gmg%product are
combined and evaporated under reduceoltfressure (2kPa; 5 ?rve 1 g of N-[6-[4-

(phenylmethoxy)ph&A S Lpketgmetyls W%ﬁ%h@d ﬁ]yilrtrurﬁa%{atﬂe 1(5"%|H?9tanamrde in
the form of a ye§ow igi Extdrhpld/a, &peowd%&bﬂﬁmw&%dﬁw@hwmbme Qﬁd%&lﬂ)go 84 (t,J=
8 Hz: 2H); 0.94 (t, J = 7.5Hz: 3H); 1.65 (mt: 2H): 2.40 roa% g 7Hz: 2H): 3 %,)5] 2: 2H); 5.09
(s: 2H); 5.71 (s: 2H)’ 6950(5“ g9y EH) rom7o Lled o G157 38 (4, 52 i 2H); 7.66
(s: 1H); 7.85 (s: 1H)te1r@l6%(t(tmhﬁaskﬂbwhm)p§bﬂdumﬂm riKHBOS e kel 01 PO [winutes and is
OCH2CH2SI(CHO e drgBBoTy o 490 DI HBSaraF B i iy 10. om3 o

tetrabutylammonium fluoride as a 1M solution in tetrahP/drofuran are 20 addedto 1
N-[6-[4-(phenylmethBShEHNSSIBRERG BB eomEth Sff5te are then added to the fi . The

10 organic phase separated out after settling of the phases has taken place, washed with

30cm?® of saturated agueous sodium chloride solution and then dried over magnesium
sulphate. After filtration, the filtrate is concentrated to dryness under reduced pressure
(2 kPa; 50°C) and the residue is purified by chromatography under an argon pressure
of 50 kPa, on a column of silica gdl (particle size 4060 um; diameter 2.5cm), eluting

15 with a cyclohexane/ethyl acetate mixture (80/20 by volume). The fractions containing
the expected product are combined and evaporated under reduced pressure (2 kPg;
50°C). After drying (90 Pa; 45°C), 880mg of N-[6-chloro-5-(4-methylphenyl)-1{[2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide are obtained in the form
of an off-white powder.

20  1H NMR spectrum (300 MHz, (CD3)-SO-d6, d in ppm): -0.05 (s. 9H); 0.85 (t, J =
8Hz: 2H); 0.93 (t, J = 7.5Hz 3H); 1.64 (mt: 2H); 2.39 (s. 3H); 2.39 (t, J = THz:
2H); 3.56 (t, J = 8Hz: 2H); 5.70 (s. 2H); 7.30 (mt: 4H); 7.87 (s. 1H); 7.99 (s. 1H);
10.59 (unresolved peak: 1H)

El miz=457 M*
25 m/z=340 [M — OCH2CH>Si(CHa)3]*
m/z = 329 [M — CngzoS]+'

N 6-chlor 0-5-(4-methylphenvl) -1H -indazol-3-yl]butanamide




ethoxy]methyl]-1H-indazol-3-yl]butanamide, described previously, in 40cm3 of tetrahydrofuran, and the

mixture is refluxed f - after cooling, 75 cm3 of ,ethyl acetate are ad anic phase
SRR 2 fe e

is washed successively wi cm3 of saturated sodium hydrogen carbonate’so with 75 cm3
of saturated sodium 25 chloride solution. The organic phase is separated out after settling of the phases
has taken place, dried over magnesium sulphate, filtered and concentrated to dryness under reduced
pressure (2 kPa; 50C) to give 2g of crude product, which is purified by chromatography under an argon
pressure of 50kPa, on a cojumn of silica gel WO 03/078403 144 PCT/FR03/00752 (particle size 40-60
pm; diameter 3.5 cnbl-&RHn G WRHEREYABMORUHB /Bt decat e Mh SOt By S8 BV 2ithe fractions
containing the expeectiiddrodgzag domkben andbeyapangipocbunpar[eduoachpyisdglethdRykPa; 50C); the
residue is dried (90 Pa: to give 65 of N-[5-phenyl-6-[4-(phenylmethoxy)phenyd]-1H- 5
indazol3-yl]butanamrind%h Pﬁt—he 'f'gr(?ahz &%Xﬁ%%vn%rﬂ'. H 'sbp?%[ctr W@@MH'ZQ (Cpg) SO-?IG, Sin ppm):
0.96 (t, J = 7.5 Hz: 3ptavéefyian: 29, medoif, ig thenHief ey, BIOBORoWEIPNG. tie (Hixueedssihen: 2H); from

7.0510 7.55 (M 10k /el 9o(Hetdim &> Ftene ibindedbuls: aHia )20 AP G &)i Aeehre (BOadss; 1hd): 12.70
(broad s: 1H). 10EI m/z = 461 M'. m/z = 391[M - CACH60]' m/z = 300[391- CGHSCHZ}!'%/N -[ 5-phenyl -6
-(4-hydroxvuhenyl) X9 h P13 Washerl YA b ERCTD cRA SBHIAISTEPRHEAVS iSRAENa Y 4GB to 650mg

of N-[5-phenyl-6-[4- cﬁb@h@wm&ﬂmﬂ)ﬁahamw_i)mEkﬂmaﬁ%bﬁsdﬂbutamamjdmsm@ﬂame@m@ﬁg@usly, and
the mixture is reflux%glj%ﬁ? urs, 3 cm3 of methagr%{%reu%%t%g getﬂﬁg(é{ﬁﬁc“ n medium, is refluxed for

: organi ase IS o] e taken. :
15 minutes and then coneantrateddo dryness undar teduce pressure a,Jo 6583 e residue is taken

up in 75 cm3 of ethy aeRtAléet YW L9p@EIVItR 2UBBEen B 1t8rednd oeiarparetfd i@ phisfessoitleh and then
with 50cm3 of ygatergifled pressure (2kPa; 45°C). The residue is taken up in 10cm?® of diethyl ether,

filtered off on a sinter funnel and then dried under reduced pressure (90Pa; 50°C) to
give 195mg of N-[6-chloro-5-(4-methylphenyl)- 1H-indazol-3-yl]butanamide in the

form of a beige-coloured powder.

IH NMR spectrum (400 MHz, (CDs)2SO-d6, d in ppm): 0.93 (t, J = 7.5Hz: 3H); 1.63
15  (mt: 2H); from 2.30 to 2.50 (mt: 2H); 2.38 (s: 3H); 7.28 (mt: 4H); 7.64 (s. 1H); 7.81
(s 1H); 10.45 (unresolved peak: 1H).

El mz=327 M"
miz=257 [M —CsCH]"
EXAMPLE 91

20  N-6-[4-(phenylimethoxy)phenvl-]-5-phenyl-1-[[2-(trimethylsilyl)ethoxylmethyl]-

1H-indazol-3-yl]butanamide

306 mg of phenylboronic acid, 427 mg of sodium carbonate in 30cm® of water, and
248 mg of tetrakis(triphenylphosphine)palladium are added to 1g of N-[5-bromo-6-
[4-(phenylmethoxy)phenyl]- 1-[[ 2- (trimethyl silyl)ethoxy] methyl]- 1H-indazol- 3-

25  yl]butanamide, prepared in Example 63, in 100cm® of dioxane, and the mixture is
refluxed for 18 hours. 100cm® of ethyl acetate and 100cm?® of water are added and
the reaction medium is filtered through a sinter funnel packed with Celite. The



20 with 50 cm3 of saturated sodium chloride solution. The organic phase is separated out after settling of
the phases has taken pl ried over magnesium sulphate, filtered and co ness under
reduced pressure t(f\/\é@g) %ﬁgg%%:rude product, Whichpllé%urified by chromatg%égé%ggﬁé(?gg %/n argon
pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 3cm), eluting with a
cyclohexane/ethyl 25 acetate mixture (70/30 by volume). The fractions containing the expected product
are combined and evaporated under reduced pressure (2kPa; 50C); the residue is taken up in 10 cm3 of
diisopropyl ether, filtered off, washed with 5cm3 of eet%yl_acetate and WO 03/078403 145
PCT/FR03/00752 wRIFBMBEFUIE PRAPEHISE O i R UME P{JOP RS 138 KR Mgy GPed 5-
phenyl-6-(4-hydroxyslvessg yd i -inthazod-Snyl i uiars raidewine HioQ ant*2F0Gt Lt dtedl MBI speatttiardeg(300 MHz,
(CD3)2S0-d6, Sin p m{iBO.Q (t,J=7.5 Hz: 3H): 1. mt. 2H); 2.38 (t. J = 7 Hz: %ﬁ% 6.63 (d, J = 8Hz:
Oy 6.0 (0.3 = oINS Qi e, et e Scnncembt ity AL 1 0
(s: 1H); 9.40 (unresessdredakPaig§° @D aoo(iroaRiosofl a0l 2 V81 Gl i dstived] Bye sl OMARIFERMMPLE 92
N-16-chloro-5 (4 5 i Mgy pabasglan-2oii 2 Ginesy Eissheem et
H-indazol3-vl]butanamide: 10 5.11 g of bis(pinacolato)diborane, 277 mg (E?AM _ Gﬂ\(
bis(dibenzylideneacEtdnefhafafilltn, GHEAD WEN, Bt (YSSRIENT SoxtafERHE fXMHre48%4] JV
tricyclohexylphosphinstuate). atdeddoonsagmbiNig thecmoedieatiaraudt-i2-(tinortiy isity hethordmethyl]-1H-
|ndazol3-yl]butanamlljg]gérdesrcegge in ExamPIe ??)k\-r" 22 ofgloxane. The me |un1‘|g_g§i%uxed for 18

hours and the resulting mixture EtheR allowed 6 refirn to 18 room tequr\{gera Gre and of ethyl

acetate and 100 cm@ognykrethary)aberydl- Freevfghtie (hasthidstphethmad BeitwitdHs itrag -of the phases
has taken placgy wagh@g \itni@d s iefwafel ydids K0 cm3 of saturated sodium chloride solution,

dried over magnesium sulphate, filtered and then concentrated to dryness under reduced pressure (2
kPa; 45C) to give 11203 B40e RIRTHAS WS BBy s I SIS BB omy; 0.84 (. 3=
8Hz: 2H); 0.94 (t, J = 7.5Hz: 3H); 1.65 (mt: 2H); 2.40 (broad t, J = 7Hz: 2H); 3.57
(t, J= 8Hz: 2H); 5.09 (s: 2H); 5.71 (s 2H); 6.92 (d, J = 8.5Hz: 2H); from 7.00 to
7.55 (mt: 10H); 7.08 (d, J= 8.5Hz 2H); 7.66 (s. 1H); 7.85 (s: 1H); 10.54 (unresolved
15  pesk: 1H).

El miz=51 M™"

m/z =474  [M — OCH,CH,Si(CH3)3]*

N {5-phenyl-6-[4-(phenylmethoxy)phenyl]-1H-indazok3-yl]butanamide:

10.1cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
20 added to 1g of N-[6[4-(phenylmethoxy)phenyl]-5-phenyl-1-[[ 2-(trimethylsilyl)-
ethoxy] methyl] - 1H-indazol-3-yl]butanamide, described previously, in 40cm® of
tetrahydrofuran, and the mixture is refluxed for 18 hours; after cooling, 75cm® of
ethyl acetate are added and the organic phase is washed successively with 100 cm® of
saturated sodium hydrogen carbonate solution and with 75 cm?® of saturated sodium
25  chloride solution. The organic phase is separated out after settling of the phases has
taken place, dried over magnesium sulphate, filtered and concentrated to dryness
under reduced pressure (2 kPa; 50°C) to give 2g of crude product, which is purified

by chromatography under an argon pressure of 50kPa, on a column of silica gel



20 under an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 3 cm),
eluting with a cyclo cetate mixture (80/20,hy volume). The fracty ining the
expected product amgng (?}}]%XO&) gnd evaporated underl%duced pressure (ZK%Q@%%;?@%% of
N-[6-chloro-5-(4,4,5,5- tetramethyl[ 1,3,2] dioxaborolan-2-yl) - 1-[ [ 2-(trimethylsilyl)ethoxy]methyl]-1H 25
indazol3-yl]butanamide are obtained in the form of an orange-coloured oil. The product is used directly.
N-[6-chloro-5-(4-nitrouhenvl)-1-[[2-(trimethvisilvl)ethoxvimethvl]-1H-indazol-3- vllbutanamide: WO
03/078403 146 PCT/FR03/00752 246 mg of 4bromonitrobenzene, 1.2g of sodium carbonate in 20cm3 of
water and 365 mg SPREFHKRLEAERyHIM oL BRSNSt Fl Wred ade @ (Y e er g BRI Gretae
(4,4,5,5-tetramethylndixd,2d dex2idiplaol dnyd)-TTHE - (irci ety sty ethgxybmetbsdied product are
1H-indazol-3-yl]butanamide, described previously, in 100cm3 of digxane. The 5 medium is.then refluxed
for 20 hours and e TERIg Fh R A AR GRS 5 Foa L D TRk a FUGkms o athy
acetate and 100cm3¥fReatédd e tadded. G3me ot dn [Prebiami- B[ Athsnytmmeiighyobamel-iirhnel packed

with Celite and ghe gigRRicRfseiRmRRaFAIRGGH GTieyseitligg of the phases has taken place, washed
with 100 cm3 of water, with 100 cm3 of saturated aqueous sodium chloride solution, 10 dried over

magnesium sulphate, filtered and co rated ryne nder red essure (2 kPa; 45C). The
crude product is pur?%ﬂ@ﬁ%%&%%@%@ﬁ@%gé%ﬁdBP&’@@%&@ Ezg’fﬁ g ol%'ﬁén of silica gel
(particle size 40-60 pmit; Aifrzder(t4Jom) HAuBHY Wb & 3td)o b Ajoe ethybatetary; frotuifedE8s/15 by

volume). The fractigr_ss% r':]aiafi}'g\l ;[g%gﬁeggéggﬁé??% zr%%)?%nﬁ%w%@qg %WP%%?%%% reduced 15

pressure (2kPa; 50C) go 0
(trimethylsilyl)ethoxyjhedd R {PoRtR251)3-yl]butanamide are obtained in the form of yellow crystals. 1H
NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): -0.05 (s: 9H); 0.85 (t, J =

10 ElI m/z = 461 M*

m/z=391 [M —CsCHeO]™
m/iz=300 [391— CgHCH,|"

N {5-phenyl-6-(4-hydr oxyphenyl)-1H -indazol-3-yl]butanamide

10cm® of trimethylsilyl iodide are added to 650mg of N-[5phenyl-6-[4
15  (phenylmethoxy)phenyl]) - 1H-indazol- 3-yl]butanamide, prepared previously, and the
mixture is refluxed for 3hours. 3 cm? of methanol are added and the reaction medium
is refluxed for 15 minutes and then concentrated to dryness under reduced pressure
(2 kPa; 50°C). The residue is taken up in 75cm® of ethyl acetate and washed with
2x50cm® of 10% sodium thiosulphate solution and then with 50cm?® of water and
20  with 50cm?® of saturated sodium chloride solution. The organic phase is separated out
after settling of the phases has taken place, dried over magnesium sulphate, filtered
and concentrated to dryness under reduced pressure to give 0.6g of crude product,
which is purified by chromatography under an argon pressure of 50 kPa, on a column
of silicagel (particle size 40-60 um; diameter 3cm), eluting with a cyclohexane/ethyl
25  acetate mixture (70/30 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2kPa; 50°C); the residue is taken
up in 10 cm® of diisopropy! ether, filtered off, washed with 5cm® of ethyl acetate and



8 Hz: 2H); 0.92 (t, J = 7.5 Hz: 3H); 1.62 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 3.56 (t, J = 20 8 Hz: 2H); 5.72 (s:

2H); 7.74 (d, J = 8. (s: 1H); 8.09 (s: 1H); 8,35 (d, J =8.5Hz: 2 olved peak:
1H). El m/z = 488 5\/\@852\17@4 - OCHZCHZSi(CHS)%g m/z = 360 [M - C6E§ﬁ%%8§@8{§ 2.:)-
[SI(CH3)3]' N-[6-chloro-544-nvridvll-1 H-indazol-3-vllbutanamide: WO 03/078403 147 PCT/FR03/00752
36.8cm3 of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added to 3g of
N[6-chloro-5-(4-nitrophenyl)-1- [[2 (trimethylsilyl)ethoxy]methyl]- 1H-indazol-3-yl]butanamide, described
previously, in 135 cm3 of tetrahydrofuran. The medium is then refluxed for 18 hours and is then allowed
to return to room 5 t@’MBéﬂfUr@ gty Fe A Sherri e A fPafte $b Onitver % MeddNbrieous sodium
hydrogen carbonatepbehylicn 4THyeroxgphenydige islzeparalddiavhadtiemeiiting 28at@ phases has taken
place, washed with 100 cm3 of saturated aqueous sodium hydrogen carbonate solution and then with

100cm3 of saturated_lqcmhj Q&ﬂﬂﬂ? §(%me'} Zéa/% nag Lrﬁ’sgﬁ{!ra %Jépt]pl% glﬁgr%g' rld6§oncentrated

to dryness under reduced 10 ressur (2 kPa . The resid db chromat graphy under an

argon pressure of Wkﬁ’éﬂ)@ﬁ%%&ldmr? besRid) 6@3(&1&6685'&@% PP dmrﬁ@f’er@brﬁﬁ%lutmg with
a cyclohgxar;e/@gyl(aﬁﬁ@tﬁ Jrﬂmmz(wmr’@md\wigrng? 3Bhﬁnfr@pijo1ﬂ33<§(§rmiﬁimgmﬁ @Mpeg:r@d product
are combined and concentrat S er redyce Pa the residue is tarn up in
35 cm3 of diisoprop ‘t"éﬁ% 53??&3@;%?%@ 4&9 ?ﬂgr i&:i gﬁg ?% Cf 2x20 cm3 of
diisopropyl ether. After drylng (90Pa; 50C), 88mg of N-[6-chloro-5-(4- nltrophenyl) 1H-indazol-3-
yl]butanamide are obEX&MMPLESR2 form of yellow crystals melting at 260C. 1H NMR spectrum (300 MHz,
(CD3)2S0-d6, Sin ppm): 0.92 (t, J = 7.5 Hz: 3H); 1.62 (mt: 2H); 2.37 (t, J = 7Hz: 2H); 7.73 (d, J = 8Hz:
2H); 7.72 (s: 1H); 7.86[ 6sctilbi)s-5-(4.4,5,5-tetr amethyl[ 1.3, 2]dioxabor olan-2-y1)-1-[2-
(trimethylsilyl)ethoxy]methyl]-1H-indazol3-yl]butanamide:

10 5119 of bis(pinacolato)diborane, 277 mg of bis(dibenzylideneacetone)palladium,
then 2.48 g of potassium acetate and finally 330 mg of tricyclohexylphosphine are
added to 7.5g of N-[5bromo-6-chloro-1-[[2 (trimethylsilyl)ethoxy]methyl]-1H-
indazol 3-yl]butanamide, described in Example 58, in 225cm?® of dioxane. The
medium is refluxed for 18 hours and the resulting mixture is then allowed to return to

15  room temperature and 100cm? of ethyl acetate and 100 cm® of water are added. The
organic phase is separated out after settling of the phases has taken place, washed
with 100 cm® of water, with 100cm® of saturated sodium chloride solution, dried over
magnesium sulphate, filtered and then concentrated to dryness under reduced pressure
(2 kPa; 45°C) to give 11.2g of crude product, which is purified by chromatography

20  under an argon pressure of 50 kPa, on a column of silica g (particle size 40-60 pum;
diameter 3cm), eluting with a cyclohexane/ethyl acetate mixture (80/20 by volume).
The fractions containing the expected product are combined and evaporated under
reduced pressure (2kPa; 50°C); 6.16g of N-[6chloro5(4,4,55
tetramethyl[1,3,2]dioxaborolan-2-yl) -1 [ 2(trimethylsilyl)ethoxy] methyl]-1H-

25 indazol3-yl]butanamide are obtained in the form of an orange-coloured oil. The
product is used directly.

N -[ 6-chlor 0-5-(4-nitr ophenyl)-1-[[2-(trimethylsilyDethoxy]methyl]-1H -indazol-3-

vl]lbutanamide:




20 8.34 (d, J = 8Hz: 2H); 10.58 (broad s: 1H); from 12.50 to 13.20 (very broad unresolved peak: 1H).

EXAMPLE 93 N-[5$é@%§gvl)-6-chloro-l H-indazﬂé&vll butanamide: 8 L‘Hgl%% £E)wder are

added to 0.93 g of (4-nitrophenyl)-1H- 257 indazol3-yl]butanamide; described previously, in
50cm3 of acetic acid, followed, 1 hour later, by addition of a further 845 mg of zinc; the reaction medium
is filtered through a sinter funnel packed with Celite and the filtrate is concentrated to dryness under
reduced pressure (2kPa; 50C). The residue is taken up in 100cm3 of ethyl acetate and 75 cm3 of water
and the organic phase is separated out after settling of the WO 03/078403 148 PCT/FR03/00752 phases
has taken place, Wag‘ﬂ\%ﬂ‘%lfgcégé‘?U&?'mﬁ?%n%%ﬁ WateH LAY GRTRRNEES A 305Ms Qlui4ted®Edium

hydrogen carbonate3sblnijoef, thtiekl siirgshargtpresphimespdpbaiten fltesddednd egrufex{@ietoto-8ryness to

give 480mg of crude pr t. which j ified by chromato, under. rgon.pressyre of 50 kPa,
on a column of silicZﬁgélgg#(%ta{?{i%‘?ghgllglé%%gé%)%%n%;rod?gmggt%rlgi%%&ﬁwe%ﬁ%’q&/%‘%éyéﬁﬁgxgkane/ethyl
acetate mixture (60/40-Bisasind)] bitaeafids o eseHind ey the e xpe cle prodoictdigsansonTiiitied and the

solid is triturated in 1:6imA 4 tHeideiler riHionerbad e et eirsi o tilistydeEagpand then
dried (90 Pa; 45C) to give 110mg of N-[5-(4- aminophenyl)-6-chloro- 1H-indazol-3-yl]butanamide in the
form of an ochre-colﬁ?FéUtOlW%IiWWBé@&Gm (o6t ED 39 SKE048T S @6.92 (¢, J =
7.5 Hz: 3H); 1.63 (matidéd)T b Béadtioh madidai i2ti)tebed thfongasaiired nemk pidked widH delie Sidz: 2H); 7.06

0 20 S R SIS B A SRl 15 =

with 100 cm?® of water, with 100 cm? of saturated agqueous sodium chloride solution,

10 dried over magnesium sulphate, filtered and concentrated to dryness under reduced
pressure (2kPa; 45°C). The crude product is purified by chromatography under an
argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter
4.cm), eluting with a cyclohexane/ethyl acetate mixture (85/15 by volume). The
fractions containing the expected product are combined and evaporated under reduced

15 pressure (2kPa; 50°C). 690mg of  N-[6-chloro-5-(4-nitrophenyl)-1-[ 2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]|butanamide are obtained in the form
of yellow crystals.

1H NMR spectrum (300 MHz, (CD3):SO-d6, d in ppm): -0.05 (s: 9H); 0.85 (t, J =
8Hz 2H); 0.92 (t, J= 7.5Hz 3H); 1.62 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 3.56 (t, J=

20 8Hz 2H); 5.72 (s: 2H); 7.74 (d, J= 8.5Hz: 2H); 8.01 (s: 1H); 8.09 (s. 1H); 8.35(d, J
= 8.5Hz: 2H); 10.70 (unresolved peak: 1H).

El  m/iz=48 M"
miz=371  [M — OCH,CH,Si(CH3)4]*
miz=360 [M — CgHyOS]*
25 miz=73 [Si(CH3)3]"

N - 6-chlor 0-5-(4-pyridyl)-1H-indazol-3-yl]butanamide:




EXAMPLE 94 N-[6-chloro-5-(4-ethvinhenvl)-1-[[2-(trimethvisilvl)ethoxvimethvlil-1H-indazol-3- 20

viibutanamide 504 rWC? i henylboronrc acid, 66? g of sodium carboqg#e.}p&&faa%gf distilled
of tetrakis(iri

water and 202 mg p enylphosphrne)palladrum are addedtolg o
N-[5-bromo-6-chloro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butan- amide, described in
Example 58, in 75cm3 of dioxane. The mixture is refluxed for 25 18 hours and then the temperature is
allowed to return to room temperature to add 75cm3 of ethyl acetate and 50cm3 of water, and the
reaction medium is filtered ,through a sinter funnel packed with Cehte. The filtrate is separated by settling

and the WO 03/078463709 PCFTRRBAATITED Wi i a8 @ 1A\l Sehiigns i CeLanvEigiian 868 cma3 of
water, with 50 cm3 efidatutated a‘qch&maﬂdrﬂmwmdmpldlut[@n(me}mmﬂt&mwn@mme&m]ng of the

phases has taken p er1 ‘g’é @%o gsrum subpegagt)eévfrlte ed andsgrengcoppgr&raéed to dryness under
reduced pressure ( e res Ue Is purr led by c atography under an'b argon pressure of

50 kPa, on a columr’ b¢ gﬂ@@gemihmcrdly@l 40-63 havrgliant dtethep, SHAVYee | tai rguintkoaroom

cyclohexane/ethy| ageiBieMNKty adkBaBRRY soleIdie HATERRS 6PHRIRKE HEBuPSSIRFProduct are
combined and evaporated under reduced pressure (2 kPa; 50C), and then dried (90 Pa; 50C) to give 1.1

g of N-[6-chloro-5- ( y@fﬁ%t@%ﬁﬁﬁ"tﬁﬁﬁeﬂ&ﬁﬁ@%ﬁﬂ%éﬁ%ﬁr e M‘daﬁﬂr-ﬂf]'ﬁgt%%rde in 10

the form of a yellow mbs&-hhﬂw@nﬁatwmaéﬁ&ﬂ)\mﬂmmﬂkﬁ%eﬂ mtﬁbm)%@@ﬁl@dr@dého 85( J=
8 Hz: 2H); 0.93 (t, J

= 7.5 Hz: 2H); 3.55 &argfosr‘%ﬁzr 1%'2%}'?5@\%%%{%% 8%&8380&??'&@2”)642 004a)
(unresolved peak: 1P¥er 15@“@2@ 4piphaten /2 tered 490 WH@B@@(@H@W wRde= RYacad -
C6Hj20SI" 19 pressure (2kPa; 45°C). The residue is purified by chromatography under an argon
pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 2.cm),
eluting with a cyclohexane/ethyl acetate mixture (80/20 by volume). The fractions
containing the expected product are combined and concentrated to dryness under
reduced pressure (2kPa; 50°C); the residue is taken up in 35 cm? of diisopropyl ether,
15 filtered off on a sinter funnel and then washed with 2x20cm® of diisopropy! ether.
After drying (90Pa; 50°C), 88 mg of N-[6-chlora 5 (4 nitrophenyl)-1H-indazol-3
yl]butanamide are obtained in the form of yellow crystals melting at 260°C.

IH NMR spectrum (300 MHz, (CDs),SO-d6, d in ppm): 0.92 (t, J= 7.5Hz: 3H); 1.62
(mt: 2H); 2.37 (t, J = 7Hz: 2H); 7.73 (d, J = 8Hz: 2H); 7.72 (s. 1H); 7.96 (s. 1H);

20 834 (d, J = 8Hz: 2H); 10.58 (broad s. 1H); from 12.50 to 13.20 (very broad
unresolved peak: 1H).

EXAMPLE 93

N 5-(4-aminophenyl)-6-chloro-1H-indazol-3-yl]butanamide;

845 mg of zinc powder are added to 0.93g of N-[6-chloro-5-(4-nitrophenyl)-1H-
25 indazol 3-yl]butanamide, described previoudly, in 50cm’® of acetic acid, followed,
1 hour later, by addition of a further 845mg of zinc; the reaction medium is filtered
through a sinter funnel packed with Celite and the filtrate is concentrated to dryness
under reduced pressure (2kPa; 50°C). The residue is taken up in 100cm® of ethyl
acetate and 75 cm?® of water and the organic phase is separated out after settling of the



N-[6-chloro-5-(4-ethylphenyl)-1H-indazol3-vllbutanamide 14 cm3 of tetrabutylammonium fluoride as a 1M

solution in tetrahydrof ded 20to 1.1 g of
N-[6-chIoro-5-(4-eth%@%@§-§f€§2-(trimethylsiIyI)ethOX);]4n§ethyI]-1H indazol3-)|/:I> L/t';ﬁg%?%%oatch
P-31335-046-2), described previously, in 50 cm3 of tetrahydrofuran. The medium is then refluxed for 18
hours and the mixture is then allowed to return to room temperature and 75 cm3 of ethyl acetate are
added; the organic phase is washed with 2x100cm3 of saturated aqueous sodium hydrogen 25
carbonate solution and then with 75 cm3 of saturated aqueous sodium chloride solution. The organic

phase is separated BUFEREFEEHHN G BFqn¥aresRstra E et hIE! P SPindghaliim Sliphate,
filtered and evaporategitdedryodissnungderodéd E3Hdna40LH0M CifiddROB#0 MR aesauced phassure (2kPa;

45C). The residue is.purified Qy chromatogra under an_ar ressure of 50 kPa, gn a column of
Siica gel (raricle STLATETPHENAST &y Bt DR e R Fcei fxture (7030

by volume). The fraetithtes dbrehinm@ogiepby pices @rp rgRicPgraUE oS kboana @eelptramddilisaler reduced
5 pressure (2 ki3a; %@Xgﬁﬂﬁc@sﬂﬁeﬁ-é@kﬁ%}‘%imnﬁewii%ﬂﬂfﬁ@))(/l/i%hﬁrc{/@%%ﬁar@fe@ma sinter

funnel and washed with 2x 10 cm3 of diisopropyl ether. After drying_ under reduced pressure (90Pa;

50C), 440 mg of N(FERIBREXIHEASY Q- R L BINe)- 5 aranR RN OE IR SR HEPIORNF R Rihite crystals
melting at 240C. 1Hdmepentrim 300 i tizureEed BB oSiheprymther O8I (érell of, viiniedH); 1.24 10

(t, J= 7.5Hz: 3H); 1.62 teeHy 2.37 (t, J = (Hz: 2H). 2.6 o SdortHz: 2H); 7 31 W 4d),,7.64 (s: 1H);
7.82 (s: 1H): 10.48 (‘ﬁ”r%}@;o?\z?gﬁ ‘E?e%ﬁ?‘%?‘;h?’z.aﬁﬂ %ﬁ%ﬁﬁ%ﬁ&%gdpée‘éi;éfm.gﬁs%&mgé‘%@w4
N-[6-chloro-5-[4-(phamuierbeyikvipHeeim Ir{idezeme ladianpende v irrtaim-of smochiggataske-vil bu

tanamide 1.54 g, of 4gegzyloxyphenylboronic acid, 1.32 g of sodium carbonate in 20 cm3 of water and
404 mg of tetrakis(triphenylphosphine)palladium are added to 2g of N-[5-

IH NMR spectrum (300 MHz, (CDs)2SO-d6, d in ppm): 0.92 (t, J = 7.5Hz: 3H); 1.63
(mt: 2H); 2.36 (t, J = 7Hz: 2H); 5.21 (unresolved peak: 2H); 6.63 (d, J = 8Hz: 2H);
7.06 (d, J = 8Hz: 2H); 758 (s 1H); 7.72 (s 1H); 1042 (broad s 1H); 12.71
(unresolved peak: 1H).

15 El mz=328 M™"
miz=284 [M—CsHg"
miz=258 [M —C4CHeO]"

EXAMPLE 94

N -[ 6-chlor 0-5-(4-ethylphenyl)-1-[[2-(trimethylsily))ethoxy]lmethyl]-1H -indazol-3-

20  yl]butanamide

504 mg of 4-ethylphenylboronic acid, 664 mg of sodium carbonate in 20 cm® of
distilled water and 202 mg of tetrakis(triphenylphosphine)palladium are added to 19
of N-[5-bromo 6-chloro-1{[2-(trimethylsilyl)ethoxy]methyl] - 1H-indazol-3-yl ] butan
amide, described in Example 58, in 75cm® of dioxane. The mixture is refluxed for
25 18 hours and then the temperature is alowed to return to room temperature to add
75cm® of ethyl acetate and 50cm® of water, and the reaction medium is filtered
through a sinter funnel packed with Celite. The filtrate is separated by settling and the



bromo-6-chloro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide, described in Example 58,
in 100 cm3 of dioxane,.T ixtyre is refluxed for 20 18 hours, the temperature. i ed to return
to room temperature?/(\?g é%ﬁ)%gn?, of ethyl acetate ani'Jt 0 cm3 of water, anc&%ﬁ%@%@gz%edium is
filtered through a sinter funnel packed with Cehte. The filtrate is separated by settling and the organic
phase is washed successively with 100cm3 of water and then with 75 cm3 of saturated aqueous sodium
chloride solution, separated out after settling of the phases 25 has taken place, dried over magnesium
sulphate, filtered and concentrated to dryness under reduced pressure (2kPa; 50C). The residue is

purified by chromatdﬁgéﬂﬁfhﬁﬁmmﬁ}fé%h@ R'paPBW%%‘{ijﬁQ)?@iIiEBSSré!r?E?Qrticle size
4(-6(_) pm; dlame_termm)soelummtbemmmheqma&tbw altetatal mixtfinkd OLRE bys waderme). The
fractions containing tpe ewg&tg\g rrﬁ)dH%i S.I’e E%Fgrrq%gl ‘%m evat\Horated r(gt e%3{0078403 15

PCT/FR03/00752 ufder rédtice pressure @ ; the ?Qgidtﬁa@ 9ERER ap mcgﬁr&%ug?leﬁyclohexane,

filtered off, washed VethHCEAABESHHB AR kel siekhnehanesidre i it B edreyl gaesnpieasspiie YodePan 50C) to give

2.35 g of N-[6-chlorgsgalfpiRbsRmserRexyoRhes i ok %1(&@2@%%BrB%tipmegmy'hr&h&@dazol-?ﬂ 5
yl]butanamide in the form of white crystals melting at 130C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6,
S'in ppm): -0.06 (s: 81F.gdYHng A_N'ﬁ‘ BLYsl9Nesne gy 2cptae igure B3Ry YR ERd e J = 7HZ:
2H); 3.54 (t, J = 8 Hradtichs dohBi(sng thy &xp&tist goudt. & (dmbired.antleyapiodatéoondar3@diacdds5 (mt: 5H);

7.35 (d, J = 8.5Hz: 2H); 7.86{s: 1H): 7298 (5: 1H); 10,61 (HUnr d peak: 10 14

N o-chioro-5. - (o BT R S A e S o B 858 L o sl Bommoniun
fluoride as a 1M sol{fsiyHtemdindich(iramesns stirldetiowy Imetgydf 1H -indazol- 3-yl]butanamide  in
N-[6-ch|oro-5-[fo(phﬁwl(gﬂﬁtgpgymB@raﬂ]-l-[[Z-(trimethylsilyl)- ethoxy]methyl]-1H-indazol-3-yl]butanamide,
described previously, in 50cm3 of 15 tetrahydrofuran. The medium is then refluxed for 18 hours and the

resulting mixture IH NMR spectrum (300 MHz, (CD3)2SO-d6, d in ppm): -0.05 (s: 9H); 0.85 (t, J =
8Hz: 2H); 0.93 (t, J= 7.5Hz 3H); 1.26 (t, J = 7.5Hz: 3H); 1.64 (mt: 2H); 2.39 (t, J
=7Hz 2H); 2.69 (g, J= 7.5Hz: 2H); 3.55 (t, J = 8Hz: 2H); 5.70 (s. 2H); 7.33 (mt:
4H); 7.89 (s. 1H); 8.00 (s: 1H); 10.64 (unresolved peak: 1H).

15 El miz=471 M™"
miz=354  [M — OCH,CH,Si(CHs)3]
miz=343 [M - CgH,OS]*

N -[6-chlor 0-5-(4-ethylphenyl)-1H-indazol-3-yl]butanamide

14cm?® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added
20 to 1.1g of N-[6-chloro-5(4-ethylphenyl)-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazol3-yl]butanamide (batch P-31335-046-2), described previously, in 50 cm?® of
tetrahydrofuran. The medium is then refluxed for 18 hours and the mixture is then
allowed to return to room temperature and 75 cm® of ethyl acetate are added; the
organic phase is washed with 2x100cm?® of saturated agueous sodium hydrogen
25  carbonate solution and then with 75cm® of saturated aqueous sodium chloride
solution. The organic phase is separated out after settling of the phases has taken
place, dried over magnesium sulphate, filtered and evaporated to dryness under



is allowed to return to room temperature and 100cma3 of ethyl acetate are added; the organic phase is
washed with 2xI00 (% ted aqueous sodium rogen carbonate S‘H&tli? @’93 with
100cm3 of saturated agueous sodium chloride solution.”The organic phase is separated ouf after settling
of the phases has taken 20 place, dried over magnesium sulphate, filtered and evaporated to dryness
under reduced pressure (2kPa; 45C). The residue is purified by chromatography under an argon
pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 4 cm), eluting with a
cyclohexane/ethyl acetate mixture (70/30 by volume). The fractions containing the expected product are
combined and evap&iaHesH RAeRsHIR LRI %%e%F@@RF%P‘Sﬁ@% Y CHEANFRITPEYK B 30cm3 of
diisopropy! ether, filtated wésreatBiartonel anohwasEitav dePitiensidedaibeqpropidatier. After
drying under reduced pressure (90 Pa; 50C), 1.3g 0f N-[6-chloro-5-[4-

(phenylmethoxy)phe%n‘f/ 51 -lhﬁr'lﬂ%zvy)'lt- -?/I]Hﬁ?arﬁaml St r<J;|¥\r1e 0 %Ifanén |}1LLrtﬁé7ngr3r% 8¥ \\/v?%llf@%?rygpaels melting at
230C. WO 03/0784(3aBPFagTAFRUBITDPSHEciad NMIRCEHeaeniv T8DeNey2picEd )1 ee-igdusth ppm): 0.93
(.9 =75 Hz: 34); Th3lfaioAiih 363k red iz AP AR of Aok B ri@idy 7.35 (0,0~
8.5 Hz: 2H); 7.37 (mt; 1H); 7.44 (broad't, J = 7.5Hz: 2H), 7.51 (proad d, J = 7.5Hz: 2H); 7.64 (s: 1H); 7.81
(s: 1H); 10.48 (broa&fg;om,s‘%aimﬁréeewyéﬁﬂs%m%&%cﬁxﬂwE@@ey' ether. After drying
N-[6-chloro-5-(4-hvdiauernieciiadtt Jrdstnckagan F3: vioho) ansomigde a2 Ocitalbiiraeshengi iHadi#eohre added to
1.1g of N-[6-chloro-5:[4;, (phenylmetho henyl]l-1H-indazql-3-yl]butanamide ed in Example 95,
and the mixture is r%'#m)g%c?%rrﬁ[ B? oeuoréagﬁ%mg] 5 %rgtﬂavr\l%'lt%g{e; %‘Sf ergeg]lr?g ﬁ%'eﬁgfa&étion 10 medium is
refluxed for 30 minuies and then concentrated to dryness under reduced pressure (2kPa; 50C). The

residue is taken up i TYYRBE SR PICMALe Hrlds)aB &nd 'BiREYe PERd N drgiRichraséds washed
with 2x75 cm310f 1086 sediwn thiaguipkmigmeaiuon ang then with ZQemIpiyater ABHF A3 of

saturated sodium 7.31 (mt: 4H); 7.64 (s. 1H); 7.82 (s 1H); 10.48 (unresolved pesk: 1H); 12.80
(unresolved peak: 1H).

EXAMPLE 95

N -[6-chlor 0-5-[4-(phenylmethoxy)phenyl]-1{[2-(trimethylsilyl)ethoxy]methyl] -
15 1H-indazol-3-yl]butanamide

1.54 g of 4benzyloxyphenylboronic acid, 1.32 g of sodium carbonate in 20 cm?® of
water and 404 mg of tetrakis(triphenylphosphine)palladium are added to 2g of N-[5
bromo-6-chloro- 1-[ [ 2-(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yI] butanamide,
described in Example 58, in 100 cm® of dioxane. The mixture is refluxed for
20 18 hours, the temperature is then allowed to return to room temperature to add 75 cm®
of ethyl acetate and 50 cm® of water, and the reaction medium is filtered through a
sinter funnel packed with Celite. The filtrate is separated by settling and the organic
phase is washed successively with 100cm® of water and then with 75cm? of
saturated aqueous sodium chloride solution, separated out after settling of the phases
25  has taken place, dried over magnesium sulphate, filtered and concentrated to dryness
under reduced pressure (2kPa; 50°C). The residue is purified by chromatography
under an argon pressure of 50kPa, on a column of silica gd (particle size 4060 um;
diameter 4.5cm), eluting with a cyclohexane/ethyl acetate mixture (80/20 by

volume). The fractions containing the expected product are combined and evaporated



chloride solution. The organic phase is separated out after settling of the phases has 15 taken place,
dried over magnesi ‘?%tfﬁ iltered and then concentrated to dryness u ssure to
give 1.44 g of crudel{&:@({i%?c , W TJf:h is purified by chrom% ography under an ;‘?géjr{%ggg@gze%%f 50 kPa, on
a column of silica gel (particle size 40-60 pm; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate
mixture (70/30 by volume). The fractions containing the expected product are combined and 20
evaporated under reduced pressure (2kPa; 50C); the residue is taken up in 20cm3 of diisopropyl ether,

filtered off, washed with 3x10 cm3 of diisopropyl ether and then dried (90Pa; 45C) to give,210mg of
N-[6chloro-5-(4-hydH¥%Eh HERYPRY HYiFRTZo (23 A o amibe fedResofmidier Wﬁiténpédﬁ'@r. ?H NMR
spectrum (300 MHz cyGBrB)66) il6er elinabiy nasBed2vitth) 2x 75z 0B My clbifeadd gnat:ddile); ihder (t, J = 7 Hz:
2H); 6.84 (d, J =8.5 Hz: 2H); 7.21 (d, J =.8.5 Hz: » 7.61 (s: 1H); 2.77 (s::1H): 9.57,(un lved peak:
1H); 10.45 (broad s:r%ﬁf;‘a{'z%esajﬁeresgeqesg’ pezggg: H).t%l 7%= S%ésl\ﬂ \ﬁol&%ﬁzﬁ%@%?
PCT/FR03/00752 mighenyBoefivoxyirhendGH [ 2-ganmthyisityt) Mg meghyl] - 1H-indazol-3-
4-[(phenvimethexv)RiemdiiridHmetrisibaihoxasthvining lpdagat3-vilbutanamide 5 1.9 g of

4-benzyloxyphenylboronic acid, 1.63 g of sodium carbonate in 20 cm3 of distilled water and 500mg of
tetrakis(triphenylph Wa"a ium
rimet

ed of, .
N-[5,6-dibromo-1-[[2-( ﬁfgﬁyfﬂg}ﬁg@]ﬁﬁgﬁﬁ)‘éﬁﬁr@é@bﬁj? Wﬁté%‘g%ﬁe%)és%%éb i]anxampIe 70,
in 100cm3 of dioxang@HTh2Hniker€tis) +eflbkz 361);18d30ms, 2He EB8[(eratuiHis thén 28d\itedto return to
room temperature 1Q to agd. . I tat Q f {ap medium is
filtered through a singteﬁr% fﬁélfgg?agg@é%ﬁ\}ii?ﬁ%e(%ﬁﬁéﬁgr d;rg ic %ﬁfs% %@eﬁ%ﬂ?@%?ﬁ lr?'psettling of the
phases has taken plies, (¥sHed it AdocAB: of 8atFratey defifeiidH); 10.61 (unresolved peak:
10  1H).

N {6-chloro-5-[4-(phenylmethoxy)phenyl]-1H-indazol-3-yllbutanamide

25.1cm® of tetrabutylanmonium fluoride as a 1M solution in tetrahydrofuran are
added to 1.1g of N-[6-chlorc 5[4 (phenylmethoxy)phenyl]-1-[[ 2-(trimethylsilyl)-
ethoxy]methyl] - 1H-indazol- 3-yl]butanamide, described previously, in 50cm® of

15 tetrahydrofuran. The medium is then refluxed for 18 hours and the resulting mixture
is allowed to return to room temperature and 100cm? of ethyl acetate are added; the
organic phase is washed with 2x100cm?® of saturated agueous sodium hydrogen
carbonate solution and then with 100cm® of saturated agueous sodium chloride
solution. The organic phase is separated out after settling of the phases has taken

20 place, dried over magnesium sulphate, filtered and evaporated to dryness under
reduced pressure (2kPa; 45°C). The residue is purified by chromatography under an
argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm; diameter
4 cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume). The
fractions containing the expected product are combined and evaporated under reduced

25  pressure (2 kPa; 50°C); the residue is taken up in 30cm® of diisopropy! ether, filtered
off on a sinter funnel and washed with 2x20 cm® of diisopropyl ether. After drying
under reduced pressue (90Pa; 50°C), 13g of N-[6-chloro5[4
(phenylmethoxy)phenyl]- 1H-indazol-3-yl]butanamide are obtained in the form of
white crystals melting at 230°C.



sodium chloride solution, separated out after settling of the phases has taken place, dried over
magnes!um sg!phat%vzﬁtggﬁc} Bg concentrated to dryn(igﬁ under reduced 15 B@F/T—%Ss%d%? 50C). The
residue is purified by chromatography under an argon pressure of 50kPa, on a column of silica gel
(particle size 40-60 pm; diameter 4.5 cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by
volume). The fractions containing the expected product are combined, evaporated under reduced
pressure (2kPa; 50C) and dried (90Pa; 50C) to give 1.96 g of N-[5,6-bis[4 20 (phenylmethoxy)phenyl]-1-[
[2-(trimethylsilyl)ethfxy methyl] -1H-indazol-3 yllbutanamide in the form of an orange-coloured oil in a

purity of 70%, which TH M eI $EH (RthMiRFU s Y8R TP 1 RSF oting X Hép3HH NIAR spectrum
(300 MHz, (CD3)2S{r#621;ir.Bpie) 3006145 2Ak1)5.088%: (bH),=7.81Ha: 2H).0198 @y 7.353idza 3H); 1.66 (mt:

2H); 2.41 (broad t, J =_{Hz; 2H); 3.57 25 (i, 1 = 8Hz: 2H); 5.10 (mt: 4H); brgad s: 2H); from 6.90 to
7.00 (mt: 4H); 7.04 %OS,Q_ZI': %a.gﬁz%éﬁ‘}; Jl’._@i%('éf?}g:rqéﬁ'-l%:?]?ﬁ, Oaﬂi)g%fjb}% fﬁ‘u‘f‘l% %7 64 (s: 1H);
7.81 (s: 1H); 10.55 (2iyes6ivesd dak:81HS. EH)miR.48qbroad's \AH); 12/67 94 06:d Getl ipdak=1580[M -
OCH2CH2SIi(CH3)3]' m/z = 91[C6HSCH2]' PCT/FR03/00752 N-[5,6 -bis[4-(phenvimethoxv)phenvll-1
H-indazol3 -vil bptanamidepla=3gn3 of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran
are 5 added to 1.9 g of N-[5,6-bis[4-(phenylmethoxy)phenyl] -1-[[2-(trimethylsilyl)ethoxy] methyl]- 1H
-indazol- 3 -yl] butarﬁ?ﬁ'_ﬁi &8‘55!?%%&09% nIH90sA St iaiaydrofuran. The medium is then
refluxed for 18 hour and 100 cm3 of ethyl acetate are
added; the organic phase, is washed with 2xI0Qcm3 of saturated aqueous sodium hydrogen carbonate
solution 10 and therfRiH 108 o HEHY Rt a%HRie8 s S5fm t(C,’nl?}rljc% s?flu%&?‘fﬁ@@g&ﬁic phase is
separated out after gptidihytn@titbeyjpireas!d- hies nekest-piadeytanaad deyerepared in Example 95, and

the mixture is refluxed for 18 hours. 30cm® of methanol are added and the reaction

10  medium is refluxed for 30 minutes and then concentrated to dryness under reduced
pressure (2kPa; 50°C). The residue is taken up in 100cm?® of ethyl acetate and
100 cm® of water and the organic phase is washed with 2x75cm® of 10% sodium
thiosulphate solution and then with 70 cm® of water and 75 cm® of saturated sodium
chloride solution. The organic phase is separated out after settling of the phases has
15 taken place, dried over magnesium sulphate, filtered and then concentratedto dryness
under reduced pressure to give 1.44g of crude product, which is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture
(70/30 by volume). The fractions containing the expected product are combined and
20  evaporated under reduced pressure (2kPa; 50°C); the residue is taken up in 20 cm® of
diisopropy! ether, filtered off, washed with 3x10 cm?® of diisopropy! ether and then
dried (90 Pa; 45°C) to give 210mg of N-[ 6-chloro-5-(4-hydroxyphenyl) - 1H-indazol -

3-yl]butanamide in the form of awhite powder.

IH NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.92 (t, J= 7.5Hz: 3H); 1.62

25 (mt: 2H); 2.37 (t, J= 7Hz: 2H); 6.84 (d, J = 8.5Hz: 2H); 7.21 (d, J = 8.5Hz: 2H);
7.61 (s. 1H); 7.77 (s. 1H); 9.57 (unresolved peak: 1H); 10.45 (broad s 1H); 12.76
(unresolved peak: 1H).

El miz=329 M"



magnesium sulphate, filtered and evaporated to dryness under reduced pressure (2 kPa; 50C). The
residue is purified b r phy under an argon pressure of 50 kPa, o Jica gel
(particle size 40-60 ﬁ\r}l:”l(}3 |an2E<§[%$a4.5 cm), eluting 15 wi §3:1 cyclohexane/ethy}%ﬂ;%%e&rgn@%ugrﬂe (70/30 by
volume). The fractions containing the expected product are combined and evaporated under reduced
pressure (2 kPa; 50C); the residue is taken up in 25 cm3 of diisopropyl ether, filtered off on a sinter
funnel and washed with 2x20 cm3 of diisopropyl ether. After drying under reduced pressure (90 Pa;
50C), 700mg of N-[5,6-bis[4(phenylmethoxy)phenyl] -1H-indazol- 20 3-yl]butanamide are obtained in the
form of white crystals meltii¢ at%PHoc. [M‘l\f-l?\};fﬁ"@é ctrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.95 (t, J =
7.5 Hz: 3H); 1.65 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 5.08 (broad s: 4H); from 6.85 to 7.00 (mt: 4H); 7.01 (d,
J =9 Hz: 2H); 7.09 @XAMPHE 9TH); from 7.30 to 7.55 (mt: 10H); 7.33 (s: 1H); 7.74 (s: 1H); 10.39 (broad
s: 1H); 12.67 (broad s: 1H). 25 EXAMPLE 98 N-[5.6 -bis(4-hvdroxvnhenvl) -1 H-indazol-3-vll butanamide

WO 03/078403 155 REEAERO3/AIFaAIemB oL meiny sily iadidenyesadsende FAGma afN-[5,6-bis[4
(phenylmethoxy)phenél!-1g-inligztol-3-ﬁl!tutanamide, prepared in Example 97, and the mixture is
refluxed for 18 hoursX$ESms Siare added and the reaction medium is refluxed for 15 minutes
and is then concentrated to dryness under reduced 5 pressure (2 kPa; 50C). The residue is taken up in
75 cm3 of ethyl2icetafdafd BHPIMROARAGE G d -Gt 9 PaTumsBRPHde 8 dfiMthidisulphate
solution and then wiflatifaccma@f asiusatatgsoflitsraki@tishexsopkbeshi id)paNERMC P asEds separated out
after settling of the es hag taken place, dried agnesiym, sulphate, filtered . and then
concentrated to dryﬁlzgi%ndec? redﬁ\éﬁ%r%grs%rpg é@é&@}@él&%@@% mlgcﬁﬁj é'rﬂ%aezogjr%duct, which
is purified by chromathatapangi dea disseiibed gonExmespeiE)of 5000 b af adboiaman iesibeuyeligparticle size
40-60 pm; diameter 3rmdd RIHEBANIY RENFIPRRRFRGLAIRY ATt SEEERMEN RnYauIRe) The

fractions

10  to add 100 cm® of ethyl acetate and 100cm?® of water, and the reaction medium is
filtered through a sinter funnel packed with Celite. The organic phase is separated out
after settling of the phases has taken place, washed with 100cm?® of saturated agueous
sodium chloride solution, separated out after settling of the phases has taken place,
dried over magnesium sulphate, filtered and concentrated to dryness under reduced

15 pressure (2kPa; 50°C). The residue is purified by chromatography under an argon
pressure of 50kPa, on a column of silica gel (particle size 4060 pum; diameter
4.5cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume). The
fractions containing the expected product are combined, evaporated under reduced
pressure (2kPa; 50°C) and dried (90Pa; 50°C) to give 1.96 g of N-[5,6-big[4

20  (phenylmethoxy)phenyl]-1-[ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-
yl]butanamide in the form of an orange-coloured oil in a purity of 70%, which

product is used without further modification in the following step.

14 NMR spectrum (300 MHz, (CD3)-SO-d6, d in ppm): -0.06 (s: 9H); 0.85 (t, J =
8 Hz: 2H); 0.96 (t, J = 7.5Hz: 3H); 1.66 (mt: 2H); 2.41 (broad t, J = 7Hz: 2H); 3.57

25 (t, J=8Hz 2H); 5.10 (mt: 4H); 5.71 (broad s: 2H); from 6.90 to 7.00 (mt: 4H); 7.04
(d, J=8.5Hz 2H); 7.11 (d, J = 8.5Hz: 2H); from 7.30 to 7.55 (mt: 10H); 7.64 (s:
1H); 7.81 (s: 1H); 10.55 (unresolved peak: 1H).

El miz=697 M"



containing the expected product are combined and evaporated under reduced pressure (2 kPa; 50C) and
the residue is taken up.i of diisopropyl ether, filtered off, 15 washed wj yl acetate,
then with 2x10 cm3 of dllso%%ﬂpb% ether and dried (90 %:4’450) to give 220 m%&é}ﬁ%%’é%@
N-[5,6-bis(4-hydroxyphenyl)-1H-indazol-3- yl]lbutanamide in the form of a white powder melting at 180C.
1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.95 (t, J = 7.5 Hz: 3H); 1.65 (mt: 2H); 2.38 (t, J =
7 Hz: 2H); from 6.55 to 6.70 (mt: 4H); 6.86 (d, J = 9Hz: 2H); 20 6.94 (d, J = 9Hz: 2H); 7.28 (s: 1H); 7.68
(s: 1H); 9.34 (unresolved peak: 2H); 10.36 (broad s: 1H); 12.60 (unresolved peak: 1H). EXAMPLE 99
N-[5-(3-furvl-6 -[4-(n'Pi‘é7'rﬁIE$cho>{\')‘fn‘h9‘R'iﬁ2@- pSi{tritlsthvisilv)ethoxvimethvll- 1 H-indazol-3 -vii
butanamide 25 353 mg of 3-furylboronic acid, 624 mg of sodium carbonate in 25 cm3 of water, and 311
mg of tetrakis(tripheMYZph85phind§biettidin are added to 1.25 g of N-[5-bromo.
6-[4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3- yl]butanamide, prepared in
Example 63, in 125 gmgmbriaxehendiskiRexy)brisnoljst refhaodiion 18 hanaemide0 cm3 of ethyl acetate
and 75 cm3 of water are added and the WO 03/078403 156 PCT/FR03/00752 reaction medium is filtered

through a sinter funngl packef WiHGGHBMBbRRIA'AABIuPHSE1I SSRAIGIEH uFAJIGRGHANGT the

phases has taken place, washed successively with 75 cm3 of water and with 75 cm3 of saturated sodium
chloride solution, degeBerim&dH dlat-5i3 Wit ae BRI ZEHMAHAAF Ry ]s pressure (2
kPa; 50C) to give 2.agthfiqeil ndaxislBis| iutirchior, Chisaabegrapisyioiigr amargoo grésswre of 50 kPa,
on a column of silica ge| (particle size 4(-60 pm: diameter 4 ting with a cyclohexane/ethyl acetate
mixture (80/20 by nggrr%hés)g m#wgrfraﬁ]?oﬁsedc?gﬁ}é%n%%ntﬁ%@ﬁ%%rg ég[ %b%gusc grésggfannbign?g %aﬁté) evaporated
under reduced pregstie (2KPeM3OT)etagivent FASFaNBf(Bfurphetpatoadded; the organic phase

(phenylmethoxy)pheaylikdwdiZafiimsinysHy it hendaeiiydodd Shadrz ol dytatonate solution

10  and then with 100 cm® of saturated aqueous sodium chloride solution. The organic

phase is separated out after settling of the phases has taken place, dried over
magnesium sulphate, filtered and evaporated to dryness under reduced pressure
(2kPa; 50°C). The residue is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 40-60 um; diameter 4.5cm), eluting
15  with a cyclohexanel/ethyl acetate mixture (70/30 by volume). The fractions containing
the expected product are combined and evaporated under reduced pressure (2 kPa;
50°C); the residue is taken up in 25cm?® of diisopropyl ether, filtered off on a sinter
funnel and washed with 2x20 cm® of diisopropy! ether. After drying under reduced
pressure (90Pa; 50°C), 700mg of N -[5,6-bi s[4 (phenylmethoxy)phenyl] - 1H-indazol -
20  3-yl]butanamide are obtained in the form of white crystals melting at 140°C.

1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.65
(mt: 2H); 2.39 (t, J= 7Hz 2H); 5.08 (broad s. 4H); from 6.85 to 7.00 (mt: 4H); 7.01
(d, J=9Hz 2H); 7.09 (d, J= 9Hz: 2H); from 7.30 to 7.55 (mt: 10H); 7.33 (s. 1H);
7.74 (s. 1H); 10.39 (broad s. 1H); 12.67 (broad s. 1H).

25 EXAMPLE 98

N 5.6 -bis(4-hydr oxyphenyl)-1H -indazol-3-yl]butanamide




amide in the form of cream-coloured crystals. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm):

-0.07 (s: 9H); 0.83 (t, )= - 2H); 0.97 (t, J = 7.5 Hz: 3H); 1.68 (mt: 2H); 2. = (Hz' 2H); 3.55 (t, J
= 8 Hz: 2H): 5.15 (s"\ﬂﬂﬂﬁg%‘% 2H): 6.07 (mt: 1H): 71%5 (d, J =85 Hz: 2H)%?(If5%8, @%JSZQ 8.5 Hz: 2H):
from 7.30 to 7.55 (mt: 6H); 7.55 (t, J = 2 Hz: 1H); 7.61 (s: 1H); 7.91 (s: 1H); 10.53 (unresolved peak: 1H).
El m/z=581 M' m/z = 464 [M - OCH2CH2Si(CH3)3]" N-[5-(3-furyl-6 -[4-(uhenylmethoxy)uhenyll-1
H-indazol3 -yll butanamide 20 10.3cm3 of tetrabutylammonium fluoride as a 1M solution in
tetrahydrofuran are added to 1 g of N-[5-(3-furyl)-6-[4-(phenylmethox rP%B/henyl]-l- 2- _
(trimethylsilyl)ethoxyiRfethyP1 HIHBSRASA 11 nfide, BEErbEY PRSI inN7S SRSt
tetrahydrofuran, andshenyhixéthiexig piedhyKetHond:L diayH baftaarniaelipgepatdcm Exdrathy bacetate are added
and the organic phage is.washed successively with 25 100 cm3 of saturated sodium hydrogen carbonate
Solution and with 7o) S GLR R AR A e A e e Yo e

settling of the phasé&dismtiskenyrsctor dbatioes Mddmthsiupornsiraaed (oikbreesufigoisduetdated to

dryness under redugrekQressUes(2iRay. SAfe) i BikS sL1AenoliSTHAE RIFIMCMNISWOAF/HE8403 157
PCT/FR03/00752 is purified by chromatography under an argon pressure of 50 kPa, on a column of silica

gel (particle size 40883 PB?&?HE%@?%%Mt@l8ﬁﬁﬁ‘im?l‘?fale%@H%H@W@ﬂﬁ@%ﬂ%&@mmo by
volume). The fractionsticapiairliosthe expastiechpiocics esketion o edanc espiss sipaaniest reduced
o (phenyimeinoxg B TP TS T AR B (Hecor a0 SO B[ RRRY spectrum
(300 MHz, (CD3)2Sandishesircppsent aedster, drvness wiges FpduceB piassueH|2 ke 30°F)=tgriveH): 5.15 (s:
2H): 0,07 (01036 : Uik O3 (B Bk, Ay ROUAAT B Sy (e BT OF: 7.31
L "~ “pressure of 50 kPa, on a column of silicagel (particle size 40-60 um; diameter 3cm),
eluting with a cyclohexane/ethyl acetate mixture (60/40 by volume). The fractions
containing the expected product are combined and evaporated under reduced pressure
(2kPa; 50°C) and the residue is taken up in 20 om?® of diisopropy! ether, filtered off,
15  washed with 3cm?® of ethyl acetate, then with 2x10 cm? of diisopropy! ether and dried
(0Pa; 45°C) to give 220mg of N-[5,6-bis(4hydroxyphenyl)-1H-indazol-3-
yl]butanamide in the form of a white powder melting at 180°C.

IH NMR spectrum (300 MHz, (CDs),SO-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.65
(mt: 2H); 2.38 (t, J= 7Hz: 2H); from 6.55 to 6.70 (mt: 4H); 6.86 (d, J = 9Hz: 2H);

20 6.94 (d, J=9Hz 2H); 7.28 (s: 1H); 7.68 (s. 1H); 9.34 (unresolved peak: 2H); 10.36
(broad s. 1H); 12.60 (unresolved peak: 1H).

EXAMPLE 99

N {5-(3-furvl)-6-[4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-

1H-indazol-3-yl]butanamide

25 353 mg of 3furylboronic acid, 624 mg of sodium carbonate in 25cm?® of water, and
311 mg of tetrakis(triphenylphosphine)palladium are added to 1.25g of N-[5bromeo
6-[ 4-(phenylmethoxy)phenyl]- 1 [ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-
yl]butanamide, prepared in Example 63, in 125cm® of dioxane, and the mixture is
refluxed for 18 hours. 100 cm® of ethyl acetate and 75 cm?® of water are added and the



10 10.36 (unresolved peak: 1H); 12.66 (unresolved peak: 1H). El m/z = 451 M+. m/z = 381 [M - C4H601+

N-[5-(3-furyl)-6 -([4-Wgrg§@?§gq%) -1H-indazol-3-vllbutanamide 10cm3 of tri WFFE'%/ glf are added

to 500mg of N-[5-(3-fury (phenylmethoxy)phenyl]-1H-indazol-3-yl)]Jbutanamide, déScribed
previously, and the mixture is refluxed for 18 hours. 25 cm3 of methanol are added and the reaction
medium is refluxed for 10 minutes and is then concentrated to dryness under reduced pressure (2 kPa;
50C). The residue is taken up in 75 cm3 of ethyl acetate and 50 cm3 of tetrahydrofuran and the organic
phase is then washed with 2x I00 c¢cm3 of 10% 20 sodium thiosulphate solution and then with 75cm3 of
saturated sodium cHIGKHEN SoHITh I STHECHY AMRVIM A<RTE sBIparh iagKs e Cebigild'e PiBdShases his
taken place, dried gyesenagesided ubph aditefilterdidgrd then plassesnteatackts dplsressawasieter reduced

pressure to give 950 mg of %gde.%roguctgw ich is purjfie chr@rgaégtgrréggly Ud’.ldel' gn argon pressure
ica .

b
of 50 kPa, on a column ot s Vé'el (pa?{i%leo e A5-&4 Bn%?&gm%ter cm)g,oe'lldrtTi]ng; with a

cyclohexane/ethy| ageltatenniies oV 0m2pNss vl i ehateh & lrsediond comentimedtiiadexpediee product are
combined and gvangeatgd WHRE "60USeR RIGSIUE (ZkiRani PUfRIcing FRRitkery Vf&ﬁc?)ﬁ%{g%@)l%ﬁm?’ of ethyl

acetate, filtered off, washed with 1 cm3 of ethyl acetate and then with 20 cm3 of V! 8403 158
PCT/FR03/00752 digtH§i SfEedhe erids f@@gg?ﬁ%ﬁ(?wﬂﬁrﬂbcﬁf‘ﬁ-f@?(§98r§5@(§]ﬂ(%@pﬂ%;roxyphenyl)-
1H-indazol-3-yl]butagianite #tihe datmgofvahddglohdes atsitingtat h8GrelBoRM R sphetigm (300 MHz,

T 6.75 (0,3 - & 5 RN Coriging e el Rl AC et 2 ol SR 50 o
9.40t0 9.65 (unreséergeaRresmyel10(38Rainrbved praldit®l); rem M2 504512 e/ ufrekolved peak:
I'H). 10  (phenylmethoxy)phenyl]-1{[ 2-(trimethylsilyl)ethoxy]methyl] - 1H-indazol-3-yl] butan

amide in the form of cream-coloured crystals.

IH NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): -0.07 (s: 9H); 0.83 (t, J =
8Hz: 2H); 0.97 (t, J= 7.5Hz: 3H); 1.68 (mt: 2H); 2.42 (t, J = 7Hz: 2H); 3.55 (t, J=
8 Hz: 2H); 5.15 (s: 2H); 5.68 (s: 2H); 6.07 (mt: 1H); 7.04 (d, J= 8.5Hz: 2H); 7.19 (d,

15 J=8.5Hz: 2H); from 7.30 to 7.55 (mt: 6H); 7.55 (t, J= 2Hz: 1H); 7.61 (s 1H); 7.91
(s: 1H); 10.53 (unresolved peak: 1H).

El m/z = 581 M*
miz=464 [M — OCH2CH2SI(CHa)3]*

N {5-(3-furyl)-6-[4-(phenylmethoxy)phenyl]-1H-indazol-3-yl]butanamide

20  10.3cm’® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 1g of N -[ 5-(3-furyl)-6-[4-(phenylmethoxy)phenyl] - 1{[ 2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide, described previoudly, in
75cm® of tetrahydrofuran, and the mixture is refluxed for 18 hours; after cooling,
75cn of ethyl acetate are added and the organic phase is washed successively with

25 100cm® of saturated sodium hydrogen carbonate solution and with 75 cm® of
saturated sodium chloride solution. The organic phase is separated out after settling of
the phases has taken place, dried over magnesium sulphate, filtered and concentrated

to dryness under reduced pressure (2kPa; 50°C) to give 1.4g of crude product, which



DCl m/z = 362 [M+H]' 10 EXAMPLE 100 N-[5-(4-ethvinhenvl)-6
-[4-(nhenv|methoxv)\7{;8£g§}§- étrimeth\(lsilvl)ethoxvl -lr%u;thyll -1H-indazo|-3-|y§%g{b§mgj(§§79 mg of
4-ethylphenylboronic acid, mg of sodium carbonate’in 30 cm3 of water, an mg o
tetrakis(triphenylphosphine)palladium are added to 1 g of N-[5 15
bromo-6-[4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol3-yl]butanamide,
prepared in Example 63, in 100cm3 of dioxane, and the mixture is refluxed for 18 hours. 100cm3 of ethyl
acetate and 100 cm3 of water are added and the reaction medium is filtered through a sinter funnel
packed with Celite. FFieTHgARE THISILRICERY rHIEE S0t Xeet BERRWG OF B 5F8s88 RLLkARBIPhlace,
washed 20 successuikty \yith(pdticha Jied WaHEr ant ditimeter cird) ptisaig atiah seglilohexhieyigeyl solution,
‘i”fd over m.ag”?Si“aE“et%PéPﬁ%jFEJ ‘@%7%6’ @”%Fu%‘ ??Heaé?adc#o%%%% NS hé’é%(gﬁgé%igoﬁﬁéia?é’c) to give
.7g of an oil, which'iS purified Dy chromdtography under an argon pressure a, on a column of

silica gel (particle sizerapaml st evapaiatest Bigeceylusagtipigsaite @ kel Isslinbrotestiur i aeethixture

(80/20 by 25 volimepoHae fietiops Goptatyngytae RXESCIeGRTOELE! SHegRRINGEHMRR, AVaRorated
under reduced pres%ur%kPa;jSOC to give 850 mg (E?a ﬁ-[gf&ethgﬁ;ﬂwﬂgny%ﬁ-ww !

(phenylmethoxy)pheRgEeE AL VR IRERPINFAINY- 24 -indazol-3-yI] butan- amide in the form of
grey crystals. WO 03/078403 159 PCT/FR03/00752 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in
ppm): -0.07 (s: 9H); BHOMMIR pecBUrE( 308 BLA4CHLSOF M5 HZinZiHN) 1 A188(6, J = 7.B#z:381) 1655 (mt: 2H);

2.40 (t, J =7 Hz: 2H). 258 (9, 7 7-5 Hz. 2k);. , 337.8.Hz: 2H)- 5.10 (S5, 26):,5.70(s: , 2H); 6.93 (d, J
= 8.5 Hz: 2H); 7.02@tjﬁ.g'ﬁzﬁzﬁ‘ﬁ%?&?g‘z’s%' %'?826@)% @?%dsg‘ 3}9'}5 'é%@lz":'zé?’;%m 7.30 to
7.50 (mt: 5H); 7.63 @i HRC (829 8-z B0l ramie3diettfdan: eH). B3z 2607fe (s 1H);
10  10.36 (unresolved peak: 1H); 12.66 (urresolved pesk: 1H).
El miz=451 M"

m/z=381 [M —C4HsO]"

N 5-(3-furvl)-6-([4-hydr oxyphenyl)-1H -indazol-3-yl]butanamide

10cm® of trimethylsilyl iodide are added to 500mg of N-[5-(3-furyl)-6-[4
15  (phenylmethoxy)phenyl]- 1H-indazol-3-yl)]butanamide, described previously, and the
mixture is refluxed for 18hours. 25cm® of methanol are added and the reaction
medium is refluxed for 10 minutes and is then concentrated to dryness under reduced
pressure (2 kPa; 50°C). The residue is taken up in 75 cm® of ethyl acetate and 50 cm®
of tetrahydrofuran and the organic phase is then washed with 2x100cm® of 10%
20 sodium thiosulphate solution and then with 75cm® of saturated sodium chloride
solution. The organic phase is separated out after settling of the phases fas taken
place, dried over magnesium sulphate, filtered and then concentrated to dryness under
reduced pressure to give 950mg of crude product, which is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
25 dze 40-60 pm; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture
(60/40 by volume). The fractions containing the expected product are combined and
evaporated under reduced pressure (2kPa; 50°C); the residue is taken up in 5cm® of
ethyl acetate, filtered off, washed with 1 cm?® of ethyl acetate and then with 20 cm?® of



m/z = 502 [M - OCH2CH2Si(CH3)3]+ m/z =91 [C6HSCH2]' 10
N-[5-(4-ethv|nhenvl)- é%éﬂi%%gnethoxv)r_\henvlI-IH-in_dL ol3-vllbutanamide %égg%%lpomz
tetrabutylammonium tlticfide as'a 1M solution in tetrahydrofuran are added to mg O
N-[5-(4-ethylphenyl)-6-[4-(phenylmethoxy)phenyl]-1-[[2-
(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide, described previously, in 50cm3 of
tetrahydrofuran, and the mixture is refluxed for 18hours; after cooling, 15 75 cm3 of ethyl acetate are
added and the organic Egase is washed successiv%lg with 2x100 cm3 of saturated sodium hydrogen
|

carbonate solution dAEWItHEPS S ofregh 2@ sddibmh Ehidtide 48iTGoRT THE BfgdHdhR44e is

separated out after sgtitoxgpbierijiy- haadszblasd yHketarplaice, idriad faver shagnkisturovaldphatendiltered and
concentrated to dry&e J,@der reduced pressure (2kPa; 50C) to give 1.5 g of crude product, which 20 is

purified by chromatography'under an argon pressure of 50 kPa, on a column of silica gel (particle size
40-60 pm; diameter 3cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume). The

fractions containing BePREH WIS 6P re i B PREY &8d Gnter Ridti ) pt&dsure (2 kPa;
ZO[%):( ihe rr]elsi(:]us% isl") %ﬁlﬁdH@Q.ﬂﬁ(tﬁﬁQFﬂz%;&ﬁ@;@o@a sd1H);|6.75 (d, J=85 Hdz: 2H); 7.(136 (d, f
-|15-(4-ethylphenyl)-6-|4-(pheny/met enyl)-.- =INC I-3-yl|putanamide | rm of grey
crystals. 1H NMR s eétéuérmB%mw?%) 55%'—%6?,‘%1%“6%? éé@% ?ﬂjgﬂ'\?%g‘@jﬁj %%7 (t, J=
7.5Hz: 3H); 1.65 (M{uRI0IREBPEaKI THFHD. ZH)reeSBvia, sk 715H AT@H L ABMLO BAVFSLARDER
PCT/FR03/00752 ?ﬁg%(s I_21;H); 6.90 (d, J = 8.5 Hz: 2H); 7.00 (d, J = 8.5 Hz: 2H); 7.08 (d, J = 8.5 Hz: 4H);
from 7.30 to 7.50 (mt: H}; .34 (s: 1H); 7.76 (s: 1H); 10.36 (unresolved peak: 1H); 12.66 (unresolved
peak: 1H). 5 El m/z = 489 M} miz = 41 - C4CH60]" N-[5-(4-ethyluhenvD-6 -(4-hydroxyuhenvD-1
H-indazol3-yll butanBitide ec a1 1 thilisilyl iodide are added to 600 mg of N[5-(4ethylphenyl)-6-[4-

10 EXAMPLE 100

N {5-(4-ethylphenyl)-6{4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy] -
methyl] -1H-indazol-3-yl]butanamide

379 mg of 4-ethylphenylboronic acid, 428mg of sodium carbonate in 30 cm® of
water, and 259 mg of tetrakis(triphenylphosphine)palladium are added to 1g of N-[5

15  bromo-6-[4-(phenylmethoxy)phenyl]-1- [ 2-(trimethylsilyl)ethoxy] methyl]-1H-
indazol 3-yl]butanamide, prepared in Example 63, in 100cm® of dioxane, and the
mixture is refluxed for 18 hours. 100cm® of ethyl acetate and 100 cm® of water are
added and the reaction medium is filtered through a sinter funnel packed with Celite.
The organic phase is separated out after settling of the phases has taken place, washed

20  successively with 75¢cm® of water and with 75cm® of saturated sodium chloride
solution, dried over magnesium sulphate, filtered and concentrated under reduced
pressure (2 kPa; 50°C) to give 1.7g of an oil, which is purified by chromatography
under an argon pressure of 50kPa, on a column of silica gd (particle size 4060 um;
diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture (80/20 by

25  volume). The fractions containing the expected product are combined and evaporated
under reduced pressure (2kPa; 50°C) to give 850 mg of N-[5-(4-ethylphenyl)-6-[4
(phenylmethoxy)phenyl]- 1-[[ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-y1] butan
amide in the form of grey crystals.



(phenylmethoxy)phenyl]-1H-indazol-3-yl]butanamide, described previously, and the 10 mixture is refluxed
for 18 hours. 30 cm (? are added and the re éion medium is reflu|§ q/ﬁgﬁ&m&% es and then
concentrated to dryness under reduced pressure (2 kPa;’50C). The residue is Taken Up 1h 100 cm3 of
ethyl acetate and the organic phase is washed with 2x100cm3 of 10% sodium thiosulphate solution and
then with 75 cm3 of saturated sodium chloride solution. The organic phase is 15 separated out after
settling of the phases has taken place, dried over magnesium sulphate, filtered and then concentrated to
dryness under reducled pressure to give 650 mg of crude product, which is purified by chromatography
under an argon pressubEVER SeeRiBAN dA0R %’I"Lﬁﬂ%pgbb%adéeﬂ@aqﬁ@)é KA 4§-§U)@rﬂ-,§ﬂi§mbfer 3 cm),

eluting V(\;ith adcyclofwmngﬁgtmébmwtatemimwra{ﬁ%g @yyﬁlzmei; 3hge fmgttﬁﬂszzg;cx);m@%'@m éhe
expected product are bipec vapo upder_reduced pressure. ; 50C). the residue is
taken up in 15 cm3 Gf% [ og@pﬁ%@raﬂtﬁ%%%ﬁs%ﬁ ith é?ﬁ;@’grﬁpgcémesa%d(ﬁen with
10cm3 of diisopropy2tdihéQ3afutl Jdri@8HA0RE), F32) do vé@SUI8a @td)07.09 (d, J= 8.5Hz: 2H); 7.11

N-[5-(4-ethylphenyl) 9'f‘%%%ﬁhg“%%%@?ﬁ%'ﬁ”ﬁb {gn %ﬁcc'g’s“l 'e{%ETsnsOflﬂgal rzploured
crystals melting at ZQSC. 25 1H NMR spectrum (300 MHz, (%@)’3?28 -d6, Sin'ppm): 0.95 (t, J = 7.5 Hz:
3H): 1.17 (t, I= 7.5M4#ren et BemitPH); 2.39 (t, J = 7Hz: 2H); 2.58 (g, J = 7.5Hz: 2H); 6.63 (d, J=8.5
Hz: 2H); 6.95 (d, J = 8.5 Hz: 2H); 7.00 (d, J = 8.5 Hz: 2H); 7.08 (d, J WO 03/078403 161
PCT/FR03/00752 = BL5 Han2H) 67931 (M 1H); 7.74 (s: 1H); 9.36 (unresolved peak: 1H); 10.35 (broad s:
1H); 12.61 (unresolved peak: 1H). EXAMPLE 101 N-[5-(3-uvridyl)-6 -[4-(uhenvhnethoxv)uhenvll-I
-[[2-(trime thylsilvl)ethoxylgmethyll-1irindakalulstangnide 371 mg of 3pyridyldiethylborane, 428 mg
of sodium carbonate in 30 cm3 of water, and 258 mg of tetrakis(triphenylphosphine)palladium are added

to 1 g of N-[5- bromo-6-[4-I('Qge:t§ilmethﬂgﬁg@ﬁayl]-l-[{}(trimethylsiIyI)ethoxy]methyI]-lH-

8.3cm?® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 850mg of N-[5(4ethylphenyl)-6-[4-(phenylmethoxy)phenyl]-1-{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide, described previously, in
50cm® of tetrahydrofuran, and the mixture is refluxed for 18 hours; after cooling,
15  75cm’ of ethyl acetate are added and the organic phase is washed successively with
2x100 cm® of saturated sodium hydrogen carbonate solution and with 75 cm® of
saturated sodium chloride solution. The organic phase is separated out after settling of
the phases has taken place, dried over magnesium sulphate, filtered and concentrated
to dryness under reduced pressure (2kPa; 50°C) to give 1.5g of crude product, which
20 is purified by chromatography under an argon pressure of 50 kPa, on a column of
slica gd (particle size 40-60 um; diameter 3cm), eluting with a cyclohexane/ethyl
acetate mixture (70/30 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2 kPa; 50°C); the residue is dried
(90 Pa; 45°C) to give 660 mg of N-[5-(4-ethylphenyl)- 6 4-(phenylmethoxy)phenyl]-
25  1H-indazol-3-yl]butanamide in the form of grey crystals.

IH NMR spectrum (300 MHz, (CDs)SO-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.17
(t, J= 7.5Hz: 3H); 1.65 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 2.58 (q, J = 7.5Hz: 2H);



indazol3-yl]butanamide, prepared in Example 63, in 100cm3 of dioxane, and the 10 mixture is refluxed for
18 hours. 100 cm3 e and 100 cm3 of water are added and the ium is filtered
through a sinter funne?)tpac %/?)‘?tth Cehte. The organlcf(é(ﬁase is separated ou%ﬁ?%%ée ing of the
phases has taken place, washed successively with 75 cm3 of water and with 75 cm3 of saturated sodium
chloride solution, dried over magnesium sulphate, filtered and concentrated under reduced 15 pressure
(2 kPa; 50C) to give 1.6g of an oil, which is purified by chromatography under an argon pressure of 50
kPa, on a column of silica gel (particle size 4 diameter 3.5 cm), eluting with a cyclohexane/ethyl
rs ot ch

acetate mixture (70/§@%§3 \?Bﬂmqu Ehd mt?amr(a the é%%t@d‘)pré Béflate Onibined and

evaporated under reHQ;chmresetmeﬂa)KHﬂ SHCY @ givaanmg @f WHH-(838y (iehydsdbypéi- 26k
(phenylmethoxy)phen @rlrgﬁaﬁ% ylmethyl])-1H-indazol3 yl]butanamide in the form of a
yellow oil. 1H NMR sp O-d6, S in ppm): -0.05 (s: 9H); 0.85 (t, J = 8 Hz: 2H);
0.96 (t, J = 7.5 Hz: 3H); 1 66 (mt: 2H); 2.42 (t, J = 7Hz: 2H); 3.58 (t, J = 8 Hz: 2H); 5.11 (s: 2H); 5.73 (s:
2H); 6.96 (d, J = 8.5 Hz: 211); 7.10 (d, J = 8.5 Hz: 25 2H); from 7.30 to 7.55 (mt: 5H); 7.31 (broad dd, J=
7.5 and 5 Hz: 1H); 7.50 (ddd, J = 7.5 - 2.5 and 2Hz: 1H); 7.72 (s: 1H); 7.92 (s: 1H); 8.31 (broad d, J=
2.5Hz: 1H); 8.43 (d&)J = Barri489z: 1M): 10.57 (unresolved peak: 1H). El m/z = 592 M'. WO 03/078403
162 m/z = 475[M - OCH2CH2Si(CH3)3]' m/z = 91[C6HSCH2]' PCT/FR03/00752 N-[5-(3-pyridyl-6
-[4-(phenyhnethoxy)phenyiiv: H4relazghvg-yhotamimide 7.1cm3 of tetrabutylammonium fluoride as a 1M
solution in tetrahydrofuran are 5 added to 700 mg of N [5 (3- pyrldyl) -6- [4 (phenylmethoxy)phenyl]-1-[[2
(trimethylsilyl)ethox g J ‘ OIS A ih gg0cm3 of

tetrahydrofuran, andTr

10cm® of trimethylsilyl iodide are added to 600 mg of N[5-(4-ethylphenyl)-6-[4
(phenylmethoxy)phenyl]- 1H-indazol-3-yl]butanamide, described previoudy, and the

10  mixture is refluxed for 18hours. 30 cm® of methanol are added and the reaction
medium is refluxed for 5 minutes and then concentrated to dryness under reduced
pressure (2 kPa; 50°C). The residue is taken up in 100 cm® of ethyl acetate and the
organic phase is washed with 2x100 cm® of 10% sodium thiosul phate solution and
then with 75cm® of saturated sodium chloride solution. The organic phase is

15 separated out after settling of the phases has taken place, dried over magnesium
sulphate, filtered and then concentrated to dryness under reduced pressure to give
650 mg of crude product, which is purified by chromatography under an argon
pressure of 50 kPa, on a column of silicagel (particle size 40-60 pm; diameter 3cm),
eluting with a cyclohexane/ethyl acetate mixture (50/50 by volume). The fractions

20  containing the expected product are combined and evaporated under reduced pressure
(2kPa; 50°C); the residue is taken up in 15cm® of diisopropyl ether, filtered off,
washed with 5cm? of ethyl acetate and then with 10cm?® of diisopropyl ether, and
dried (90 Pa; 45°C) to give 180 mg of N-[5-(4-ethylphenyl)-6-(4-hydroxyphenyl)-1H-
indazol 3-yl] - butanamide in the form of cream-coloured crystals melting at 225°C.

25 14 NMR spectrum (300 MHz, (CD2)2S0-d6, d in ppm): 0.95 (t, J = 7.5Hz: 3H); 1.17
(t, J= 7.5Hz: 3H); 1.65 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 2.58 (g, J = 7.5Hz: 2H);
6.63 (d, J=8.5Hz: 2H); 6.95 (d, J= 8.5Hz: 2H); 7.00 (d, J= 8.5Hz: 2H); 7.08 (d, J



75 cm3 of ethyl acetate are added and the organic phase is washed successively with 2x75cm3 of
saturated sodium h nate solution and then with 50cm3 of 10 sa hloride
solution. The organic p Qm%l%se?éﬁ §§parated out after settll%%a{of the phases has?@et}n pElce JZi%ned over
magnesium sulphate, filtered and concentrated to dryness under reduced pressure (2 kPa; 50C) to give
850 mg of crude product, which is purified by chromatography under an argon pressure of 50 kPa, on a
column of silica gel (particle size 40-60 pm; diameter 3cm), eluting with a cyclohexane/ethyl 15 acetate
mixture (70/30 by volume). The fractions containing the expected product are comblned and evaporated
under reduced presSifte (kP 568 ) SHE e dift id dHeB de e MeghyeRk glvl: 486
N-[5-(3-pyridyl)-6-[44gheydmetivesy et easkt- 1H). indazol3-yl]butanamide in the form of cream-coloured
crystals. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.95 (t, J = 7.5 Hz: 3H); 1.66 20 (mt:
2H); 2.40 (t, I = 7 Hz 258863 2H); 6.93 (d, J = 8.5 Hz: 2H); 7.09 (d, J = 8.5 Hz: 2H); 7.29 (broad dd,
J=7.5and 4.5 Hz: 1‘F|‘)_fmto 7.55 (mt: 6H); 7. 40 (s: 1H) 7.86 (s: 1H) 8.28 (broad d, J = 2Hz: 1H);
8.41 (dd,J=4.5 an(KI . peak: 1H). El m/z = 462
M'. 25 m/z = 392 [M=

StaXMutanamide WO

200183 gnanhiggilyl iodide are added to 460mg of
N-[5-(3-pyridyl)-6-[4- (phenylmethoxy)phenyl] -1H-indazol-3-yllbutanamide, described previously, and the
mixture is refluxed fGV]l&bQur%ijheylﬂmejermé,tmaH@ fotexeilnffcamastaediwdb cAk2fenaiof diethyl

ashed it 2100 N3 1596 So I U IGCa S LIS Sl & oo Beiin SIS, hored
and then concentratemo-chiyHebsnyhehexypbey jré4$ e itoatfivisiBaEtmx vietisld-prbduct, which is
purified by chromatqgiiepy Yk R&RiREI HeBERZP HEERbrBIE 83, 0 A G0MMbOkiBiAR, 98ld the
10  mixture is refluxed for 18 hours. 100cm?® of ethyl acetate and 100 cm® of water are
added and the reaction medium is filtered through a sinter funnel packed with Celite.
The organic phase is separated out after settling of the phases has taken place, washed
successively with 75cm® of water and with 75cm® of saturated sodium chloride
solution, dried over magnesium sulphate, filtered and concentrated under reduced
15 pressure (2 kPa; 50°C) to give 1.6g of an oil, which is purified by chromatography
under an argon pressure of 50kPa, on a column of silica gd (particle size 4060 pm;
diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by
volume). The fractions containing the expected product are combined and evaporated
under reduced pressure (2 kPa; 50°C) to give 700mg of N-[5-(3-pyridyl)-6-[4
20  (phenylmethoxy)phenyl]-1-{[ 2-(trimethylsilyl)ethoxy] methyl])- 1H-indazol 3-

yl]butanamide in the form of a yellow oil.

IH NMR spectrum (300 MHz, (CD3)2SO-d6, d in ppm): -0.05 (s: 9H); 0.85 (t, J =
8Hz: 2H); 0.96 (t, J = 7.5Hz: 3H); 1.66 (mt: 2H); 2.42 (t, J = 7Hz: 2H); 3.58 (t, J =
8Hz: 2H); 5.11 (s: 2H); 5.73 (s: 2H); 6.96 (d, J = 8.5Hz: H); 7.10 (d, J = 8.5Hz:

25  2H); from 7.30 to 7.55 (mt: 5H); 7.31 (broad dd, J= 7.5 and 5Hz: 1H); 7.50 (ddd, J =
75— 25 and 2Hz: 1H); 7.72 (s 1H); 7.92 (s: 1H); 8.31 (broad d, J= 2.5Hz: 1H);
8.43 (dd, J=5 and 2Hz: 1H); 10.57 (unresolved peak: 1H).

El miz=592 M"



(particle size 40-60 pm; diameter 2.5 cm), eluting with a cyclohexane/ethyl acetate 10 mixture (50/50 by
volume). The fractio iping the expected product are combined and evapor reduced
pressure (2kPa,; 50& Ca%@t@eggé%idue is takenupinl %%n3 of diisopropyl etki@?%ﬁggg@%(%ﬁﬁwashed with
3x5 cm3 of diisopropyl ether, with 5cm3 of ethyl acetate and then with 10 cm3 of diisopropyl ether and
dried (90Pa; 45C) to give 90mg of N-[5-(3-pyridyl)-6-(4 15 hydroxyphenyl)-1H-indazol-3-yl]butanamide in
the form of cream-coloured crystals melting at 165C. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin
ppm): 0.96 (t, J = 7.5 Hz: 3H); 1.66 (mt: 2H), 2.40 (t, J =7 Hz: 2H); 6.66 (d, J = 8.5 Hz: 2H); 6.96 (d, J =
8.5 Hz: 2H); 7.30 (dd, J ="¥5aAP4.5HY 1H285118(SHysl 49 (dt, J = 7.5 and 2Hz: 1H); 7.85 20 (s:
1H); 8.28 (d, J = 2Hz: 1H); 8.41 (dd, J = 4.5 and 2Hz: 1H); 9.46 (unresolved peak: 1H); 10.45
(unresolved peak: 1H); 124 tugkesoMé&utssdkd 1H). EXAMPLE 102 N-[5-(2-furvl-6
-[4-(nhenvimethoxv)nhenvll-1-[[2-(trimethvisilvl)ethoxvimethvll- 1 H-indazol-3 -vil bu tanamide 25 353mg

of 2furylboronic acidy §24 314/ QH@G Y (BREAPREE X APIEHA 1of Matah-aRs yAbL B de
tetrakis(triphenylphosphine)palladium are added to 1.25 g of N-[5-bromo.

6-[4{phenylmethoxy}piigny i WesdinaHmisimerrinatny v Hsindrrolm wiiyirsarnidg.errepared in

Example 63, in 125 cm3 of dioxane, and the mixture is refluxed for 18 hours, 611 mg of

2-furan-2-yl-4,45,5 #esH3/098439018% POt /FROETIS YD debkEr(RPRDY SR msrithrel e then added
and heating is contirienefyl 4ho)sBoR)]ieBi] 7HHcmdaasielyyesiaitdandessibepaiwvatss, ane added and
the reaction medium js fifered throygh a sinter funnel packed with Celite, The organic phase is
separated out aﬁerrggt%lmgoéf{j réa'[]ﬁ/#a'%sﬂejrsaﬂ’agnfja&en%)é%é? Wats%g(yi#vﬁﬁrﬁ?&%%sb e\;vgp 8r',n(9ried over
magnesium sulphat@5fiteretietmnd acstete ateatadetbadeihe ssganidephasslisosasnee ssunesd 2RPaYI0OC) to give

2g of an oil, which iSRUEERA &Y saturated sodium hydrogen carbonate solution and then with 50 cm® of

10  saturated sodium chloride solution. The organic phase is separated out after settling of
the phases has taken place, dried over magnesium sulphate, filtered and concentrated
to dryness under reduced pressure (2 kPa; 50°C) to give 850 mg of crude product,
which is purified by chromatography under an argon pressure of 50 kPa, on a column
of silicagel (particle size 40-60 um; diameter 3cm), eluting with a cyclohexane/ethyl

15  acetate mixture (70/30 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2 kPa; 50°C); the residue is dried
(90 Pa; 45°C) to give 460 mg of N-[5-(3-pyridyl)-6-[4-(phenylmethoxy)phenyl]-1H-

indazol 3-yl]butanamide in the form of cream-coloured crystals.

14 NMR spectrum (300 MHz, (CD3),S0O-d6, d in ppm): 0.95 (t, J = 7.5Hz: 3H); 1.66

20 (mt: 2H); 2.40 (t, J= 7Hz: 2H); 5.08 (s. 2H); 6.93 (d, J = 8.5Hz: 2H); 7.09 (d, J =
8.5Hz: 2H); 7.29 (broad dd, J= 7.5 and 4.5Hz: 1H); from 7.30 to 7.55 (mt: 6H);
7.40 (s: 1H); 7.86 (s: 1H); 8.28 (broad d, J = 2Hz: 1H); 8.41 (dd, J = 4.5 and 2Hz:
1H); 10.42 (unresolved peak: 1H); 12.76 (unresolved peak: 1H).

El m/iz=462 M*
25 m/z=392 [M —CsCHeO]"

N {5-(3-pyridyl)-6-(4-hydr oxyphenyl)-1H -indazol-3-yl]butanamide




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

diameter 3.5 cm), elyti I yclohexane/ethyl acetate mixture (75/25 by actions
containing the expe(%}e%%py’r@duc gare combined and 10 gégporated under redu%gtl; }EEQ%@@Z kPa; 50C)

to give 1.20 g of N-[5-(2-furyl)-6- [4-(phenylmethoxy)phenyl]-1- [[2- (trimethylsilyl)ethoxy]methyl]-1
H-indazol-3- yl]butanamide in the form of a beige-coloured solid. 1H NMR spectrum (300 MHz,
(CD3)2S0-d6, S in ppm): -0.09 (s: 9H); 0.82 (t, J = 8 Hz: 2H); 0.97 (t, J = 7.5 Hz: 3H); 1.68 (mt: 2H); 2.43
(t, J =7Hz: 2H); 3.55 (t, J,= 15 8 Hz: 2I—_|I); 5.17 (s: 2H); 5.61 (d, J = 3.5 Hz: 1 H); 5.68 (broad s: 2H); 6.38
(dd, J = 3.5 and 1.51AgM 95; FIEP(RISV gosiids: Im)aedee ia, 3608% Al NAB{TREMREA4 3 = 7.5 Hz:
1H); 7.43 (broad t, J(phéa$l Methdki))phepQl [{aredadezel=37/IPobtanathije/ dSc(ibed. hevio6d y(danti=Hke S5SHz: 1H);
8.20 (s: 1H); 10.58 (unresolved peak: . 1H) El m/z=581 M' 20 m/z = 464 [M - OCH2CH2Si(CH3)3]' m/z =
T [COHSCH2] N2 L e G T A A0 S e 19 B o
tetrabutylammoniun2iedride efscketwl etieitians itatetranyiorbhamn efréctrehverattsan, 200g26cm’ of

N-[5-(2-furyl)-6-&-(nhrpY g0 xniPheelyaild2pRase is washed with 2x100 cm?® of 10% sodium
(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide, described rewoush%ln 50cm3 of

tetrahydrofuran, andtSHRBEG 0| Fear, &9V Es RIS Witk ebaim § ! tered A 1eR fACEs? are added

and the organic phagedsmweshadbstecioessretygnatto e B00TP 403 ddpRAidt-RAIBIHOR fhirif2xb0cm3 of
saturated sodium hyt%/roc%(reon C rbonﬁte 58Iution and with SOCn}Séﬁggﬁ%turated odiurr]g chloridg solution.

The organic phase is se_parra e GULAfter esre?{ﬁnaéggp fhe phr%soes _ aﬁgnapﬁgclzj&ndﬂea I(')C\?eg magnesium
sulphate, filtered anPadistee AR} O HIry GEasaetan dep eatluelet Nsredtu pecyZIghex BB(EIhg gRRtate 5 g of crude
product, whichyg is pHEifiGe YRR AR ARETRRNY HRAGETbAL IUM G RE UReOERR AR PeHacE QMmN of silica
gel (particle size 40-60 B_m; diameter 3.5cm), eluting with a cyclohexane/ethyl _ _

combined and evaporated under reduced presSure (2kPa; 50°C¥ and the residue is

taken up in 10cm® of diisopropyl ether, filtered off, washed with 3x5cm? of

diisopropy! ether, with 5cm?® of ethyl acetate and then with 10 cm® of diisopropy!

ether and dried (90Pa; 45°C) to give 90mg of N-[5-(3-pyridyl)-6-(4

15  hydroxyphenyl) - 1H-indazol- 3-yl]butanamide in the form of cream-coloured crystals

melting at 165°C.

1H NMR spectrum (300 MHz, (CD5),S0-d6, d in ppm): 0.96 (t, J = 7.5Hz: 3H); 1.66
(mt: 2H); 2.40 (t, J = 7Hz: 2H); 6.66 (d, J = 8.5Hz: 2H); 6.96 (d, J = 8.5Hz: 2H);
7.30 (dd, J= 7.5 and 4.5Hz: 1H); 7.38 (s. 1H); 7.49 (dt, J= 7.5 and 2Hz: 1H); 7.85

20 (s 1H); 8.28 (d, J = 2Hz 1H); 841 (dd, J = 4.5 and 2Hz: 1H); 9.46 (unresolved
peak: 1H); 10.45 (unresolved peak: 1H); 12.74 (unresolved peak: 1H).

EXAMPL E 102

N {5-(2-furvl)-6-[4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxylmethyl]-

1H-indazol-3-yl]butanamide

25 353mg of 2furylboronic acid, 624 mg of sodium carbonate in 25cm? of water, and
311 mg of tetrakis(triphenylphosphine)palladium are added to 1.25g of N-[5bromo
6-[ 4-(phenylmethoxy)phenyl]- 1 [ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-
yl]butanamide, prepared in Example 63, in 125cm® of dioxane, and the mixture is
refluxed for 18 hours, 611 mg of 2furan-2-yl-4,4,5,5



acetate mixture (60/40 by volume). The fractions containing the expected product are combined and

evaporated under r re (2 kPa; 50C); the resjdue is dried (90 Pa; | 50 mg of
s f R

N-[5-(2-furyl) -6-[4-(p oxy)phenyl]-1H- 10 indazol3-yl]Jbutanamide in the a yellow oil. 1H
NMR spectrum (300 MHz, (CD3)2S0O-d6, Sin ppm): 0.98 (t, J = 7.5 Hz: 3H); 1.68 (mt: 2H); 2.42 (t,J =7
Hz: 2H); 5.16 (s: 2H); 5.60 (d, J = 3.5Hz: 1H); 6.37 (dd, J = 3.5 and 1.5 Hz: 1H); 7.06 (d, J = 8.5 Hz: 2H);
7.20 (d, J = 8.5 Hz: 2H); 7.28 (s: 1H); 7.36 (broad t, J = 7.5Hz: 1H); 7.43 (broad t, J= 7.5 Hz: 2H); 7.51
(broad d, J = 15 7.5Hz: 2H); 759 (broad s: 1H); 8.15 (s: 1H); 10.44 (unresolved peak: 1H); 12.73
(unresolved peak: 11§¥. LG4 RreRoplangsy qihen GPNgaLiPsLig Pignued for 4hours
-(4-hydroxvuhenyl)- aHréndaz FRerifooftatamistetde hadm3caftiometin sityl ddidesadettad dedtitm 750 mg of

N-[(5-(2-furyl)-6-[4- (phenylmethoxy)phenyl]-1H-indazol- -éllélb ta ' d]eﬁcribed. reviously, and the
mixture is refluxed f(gﬁei?gj %dﬁ?éﬂ% c%r:?u rﬁe%‘gerﬁo?ﬁg?e a{}/ eeéqamﬁ ;ﬁg I‘ig'ac |%r?r%§ié%masgrlla the mixture

is refluxed for 10 mireRasteth @uhefies srtiingr afetheophigrsiesuinkier pbaecadheskyiie T31P8: B0C). The
residue is takensup i facm3Rf KBYhaerRsaiRteftee a3 htat@vaiPHEARARY 1B QFgRAiC phase is

washed with 2x75 cm3 of 10% sodium thiosulphate solution and then with 75 cm3 of satyrated sodium

chloride solution. THEMEINR B (€eharRiéd d0it IiEr 281tMhgBr Pk PHASRs R tHR-NYlace, dried
over magnesium sulgaieidtitepay @ik the orgomnprriipéed 50 KPgNesa WONIBH é34a3d Gparticle

PCT/FR03/00752 undeer L{&%Hced_péi%%%lerre %géh/fpéggng%%%uc?@ rgff%gétﬁ,y

11 Joshioeg ey
chromatography undér an arggn pressure 0 a, orra column of silica ger(par ide "4NE"50-60 pm;

diameter 2.5cm), elUBiRgh\@leyrebhesliereensicaotaataortirtereeqso/BOoBiEARIEAEVI TRk e ctions
containing the fxpeeizilPERAUG RIS SRDINRSANG S ryvaRpraieth Wadet bedy erfpsassivr (4kPa; 50C);

the residue is taken up in 3cm3 of _ _ _
[4-(phenylmethoxy)phenyl]- 1-[[ 2- (trimethylsilyl)ethoxy] methyl]- 1H-indazol- 3-

yl]butanamide in the form of a beige-coloured solid.

1H NMR spectrum (300 MHz, (CD3)-;SO-d6, d in ppm): -0.09 (s: 9H); 0.82 (t, J =
8Hz: 2H); 0.97 (t, J= 7.5Hz: 3H); 1.68 (mt: 2H); 2.43 (t, J= 7Hz: 2H); 3.55 (t, J=

15 8Hz 2H); 5.17 (s: 2H); 5.61 (d, J = 3.5Hz: 1H); 5.68 (broad s: 2H); 6.38 (dd, J= 3.5
and 1.5Hz: 1H); 7.07 (d, J= 8.5Hz: 2H); 7.19 (d, J= 8.5Hz: 2H); 7.36 (broad t, J =
7.5Hz: 1H); 7.43 (broad t, J = 7.5Hz: 2H); 7.50 (broad d, J= 7.5Hz: H); 7.59 (s.
1H); 7.61 (d, J= 1.5Hz: 1H); 8.20 (s: 1H); 10.58 (unresolved peak: 1H).

El  miz=581 M"
20 miz=464  [M — OCH,CH,SI(CH3)q|*
m/z = 91 [CeHsCH4*

N {5-(2-furv)-6-[4-(phenvimethoxy)phenyl]-1H-indazol-3-yl]butanamide:

12.4cm® of tetrabutylammonium fluoride as a IM solution in tetrahydrofuran are
added to 120g of N - 5-(2-furyl)-6-[4-(phenylmethoxy)phenyl]-1-{ [ 2
25  (trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide, described previoudly, in
50cm® of tetrahydrofuran, and the mixture s refluxed for 18 hours; after cooling,

75cm® of ethyl acetate are added and the organic phase is washed successively with



ethyl acetate, filtered off, washed with 2cm3 of ethyl acetate, then with 15 cm3 of diisopropyl ether and
dried (90 Pa; 45C) tg giv of N-[5-(2-furyl)-6-(4- groxyphenyl)-lH-in -3- g mide in the
form of white crystal%\%g%{%l% at 190C. 10 1H NMR spetzf(%:)[rum (300 MHz, (CD3) %@%’ , t?r)]&;)ipm): 0.98 (t,
J=7.5Hz: 3H); 1.69 (mt: 2H); 2.43 (t, J = 7Hz: 2H); 5.58 (d, J = 3.5Hz: 1H); 6.38 (dd, J = 3.5 and 1.5Hz:
1H); 6.80 (d, J = 8.5Hz: 2H); 7.08 (d, J = 8.5Hz: 2H); 7.26 (s: 1H); 7.59 (broad s: 1H); 8.14 (s: 1H); 9.54
(unresolved peak: 1H); 10.44 (unresolved peak: 1H); 12.70 (unresolved peak: 1H). 15 EXAMPLE 103 N
-(5-b romo -6-chloro -7-nitrc§-IH-indazoI-3é\g/‘£I£ butanamide: 418 mg of nitronium tetrafluorohorate are
added to 4g of N-(5-BfeR 6 FIEEh S UIB -PHHHaraeN e SAHSERD idnExwitpleBEin®0 cm3 of
acetonitrile at 0C, asmtlithiedhsixiiure dbl otitiesbiiati oh.Ithersrg2iie phaseos ethatlatcbdat efea detiligcoi3 of 20

saturated sodium hydrogen carbonate solution are added to. the reaction.medium., The organic phase is
Washed it 2xa0 CA15 DPSaL Rk S e S B o Gt e Sher WOk of

saturated sodium cHRHNEEess luitisn radveedrgieaidr R4S iBSEp tvativg boosherusierinduot i ghhases has

taken place, drigd oyep MAgNERILTbLRIBGRH iisigd-AN eRNGealiAes ipdessdasemreguced
pressure 25 (2 kPa,; 5(?8) to&)i%ﬁe 840 m%pof crude product(‘,)%vﬂi/hich%urifie%chromgt%?raphy under an

argon pressure of 5§ KD PILER T 6P SR PPFRCRGTR £{UBBPMth & SHaiisx | eluting with
a cyclohexane/ethylsaeetati@iRixt@EDE0/byinws)lame)rattientr actiaintngantedrpegréb @redpecied product
are combined and evapprated under redyced pressure (2 kPa: a ien dried (90Pa; 45C) to give
ome of WO 03/07E B BE T e e s R el ) e
the form of a yellow (Fa Melfdgatbive 28bng 1 NNR 3pext uii4Lomeninetionnizen]ldél-Sin ppm):
0.97 (t, J = 7.5/42: 3RHaAB8yi]butanamide in the form of ayellow oil.

IH NMR spectrum (300 MHz, (CDs)2SO-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.68
(mt: 2H); 2.42 (t, J = 7Hz: 2H); 5.16 (s. 2H); 5.60 (d, J = 3.5Hz: 1H); 6.37 (dd, J =
3.5 and 1.5Hz: 1H); 7.06 (d, J= 8.5Hz: 2H); 7.20 (d, J = 8.5Hz: 2H); 7.28 (s. 1H);
7.36 (broad t, J = 7.5Hz: 1H); 7.43 (broad t, J= 7.5Hz: 2H); 7.51 (broad d, J =

15 7.5Hz: 2H); 759 (broad s: 1H); 8.15 (s: 1H); 10.44 (unresolved peak: 1H); 12.73
(unresolved peak: 1H).

El miz=451 M"*
mz=381 [M — C4sCHO]"

N 5-(2-furv)-6-(4-hvdr oxyphenyl)-1H -indazol 3-vllbutanamide

20 10cm® of trimethylsilyl iodide are added to 750 mg of N-[(5-(2furyl)-6-[4
(phenylmethoxy)phenyl]- 1H-indazol-3-yl)] butanamide, described previoudy, and the
mixture is refluxed for 18hours. 40 cm® of methanol are added and the reaction
medium and the mixture is refluxed for 10 minutes and then concentrated to dyness
under reduced pressure (2kPa; 50°C). The residue is taken up in 75cm?® of ethyl

25  acetate and 50 cm® of tetrahydrofuran and the organic phase is washed with 2x75 cm®
of 10% sodium thiosulphate solution and then with 75cm® of saturated sodium
chloride solution. The organic phase is separated out after settling of the phases has

taken place, dried over magnesium sulphate, filtered and then concentrated to dryness



(mt: 2H); 2.44 (t, J = 7Hz: 2H); 8.70 (s: 1H); 10.80 (unresolved peak: 1H); 13.63 5 (unresolved peak: 1H).
El m/z = 360 Mt m/ 4CH60]" EXAMPLE N-(6.7 difluoro
-1-[[2-(trimethvlsilvl)e é&%l&net&éll 1 H-indazol3- vI)butajtlr1%§m|de 10 A solution o 1. {I!:gRO?’ /00752
N-(6,7-difluoro-1H-indazol-3-yl)butanamide, prepared in Example 40, in 180 cm3 of dimethylformamide is
added dropwise over 3hours to 1.65 g of sodium hydride at 60% in oil, in 50 cm3 of dimethylformamide.
The reaction medium is concentrated to dryness under reduced pressure and taken up in 250 cm3 of
ethyl acetate and 200 cm3 of water; the organic phase is separated out after 15 settllnﬁ of the phases has
taken place, washed"W¥gh @H%Bpﬁﬁb'&?ep Rl A9RGB PShatéi fitele PAREE INCentrated to
dryness under reduchcbprsgrafsy (ChkiBtansDgon pressarktiolespiicritiohis qluihie oyl dargengiagesphy under
an argon pressure of 50 ona colu %sn I par icle SI e 40 60 dia eter 6 cm) eluting
with a cyclohexane/et‘-ﬁy §ceté’fe m|x (£ \ac{)al eylprac%ns?/ %?(: ea{nung e expected

product are combindB0&ibywghoreled fm@&tmﬁ%@mégém@xmﬁhﬂ@dw RepoatirEg ad

N-{6.7-difuoro- 12 npd vher taylfe Loking %é o3 luiananyaedn (e foserplo vellow oil.
1H NMR spectrum (30 MHz (CD3)2S0-d Slrégglgt] ng 2%5 9H); 0.82 (t, J = 38 Hz: 2H); 0.96 (t, J =

7.5 Hz: 3H); 1.67 (mthyHscgialg, ffltgredAih. wash tiyL-aoetaies VWIS $B5%ddd, J = 11 -
9 and 7Hz: 1 H); 7.68iébpamst dethdr==Ad adribd. fobiRa; 1 ke 3 160diveresehgedf pR&k: (2HYnNY.® 08/078403 168

e oy an R AR R stalat=oo?

10  1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.98 (t, J= 7.5Hz: 3H); 1.69
(mt: 2H); 243 (t, J = Hz: 2H); 558 (d, J = 3.5Hz 1H); 6.38 (dd, J = 3.5 and
1.5Hz: 1H); 6.80 (d, J = 8.5Hz: 2H); 7.08 (d, J = 8.5Hz: 2H); 7.26 (s. 1H); 7.59
(broad s. 1H); 8.14 (s. 1H); 9.54 (unresolved peak: 1H); 10.44 (unresolved peak: 1H);
12.70 (unresolved peak: 1H).

15 EXAMPLE 103

N -(5-br omo-6-chlor 0-7-nitr 0-1H -indazol-3-yl) butanamide:

418 mg of nitronium tetrafluoroborate are added to 4g of N-(5-bromo-6-chloro-1H-
indazol 3-yl)butanamide, described in Example 58, in 50 cm?® of acetonitrile at 0°C,
and the mixture is stirred for 4 hours. 200 cm® of ethyl acetate and 100 cm® of
20  saturated sodium hydrogen carbonate solution are added to the reaction medium. The
organic phase is washed with 2x40cm?® of saturated sodium hydrogen carbonate
solution and then with 40cm?® of saturated sodium chloride solution. The organic
phase is separated out after settling of the phases has taken place, dried over
magnesium sulphate, filtered and concentrated to dryness under reduced pressure
25 (2kPa; 50°C) to give 840 mg of crude product, which is purified by chromatography
under an argon pressure of 50kPa, on a column of silica gdl (particle size 4060 pm;
diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture (80/20 by
volume). The fractions containing the expected product are combined and evaporated
under reduced pressure (2 kPa; 50°C) and then dried (90Pa; 45°C) to give 20 mg of



5 vl)butanamide 0.87 cm3 of pyridine is added to 1 g of N-[6,7-difluoro- 1-[[2-
(trimethylsilyl)ethox -1H-jndazol-3-yl]butanamide, described previously,.i chloroform,
followed by additionx}élr?gb%&%éof bromine, and the m%%,l?ﬂe is refluxed over%%ﬁ{%%%@n@%
dichloromethane and 50cm3 of aqueous 10% sodium 10 thiosulphate solution are added to the reaction
medium. After stirring for 10 minutes, the insoluble material is removed by filtration on a sinter funnel and
the organic phase is washed with 50cm3 of water and with 50cm3 of saturated sodium chloride solution.
The organic phase is separated out after settling of the phases has taken place, dried over magnesium
sulphate, filtered and!darEeme£eh RCfyHES Uraereh Fadl s inetirokiedn 44 3. YEHE rude
product, 1.1 g, is pusilatineytialebove@aphy under an argon pressure of 50 kPa, on a column of silica
gel (particle size 40-60 pm; diameter 3 cm), eluting with a cyclohexane/ethyl acetate mixture (90/10 by
volume). The fractio ini d % i ] Vi nder reduced
pressure (2kPa; SOCIﬁ /ﬁ@@%@%ﬁé %98 glgtg;%%)(,ez% l&]ﬂ %é;%(:f%t}m)e%@??{ guaﬂgpﬁzt.eg_bl’ 85
N-(5-bromo-6, 7-difludve-2t ]2 2 tHhibtdyTsifA¥e tidxydrA sy HDH iR e Aonesgyed Reakntids d&L8btained in
the form of a cobpurlgppaiivadipdidRgpectrum (300 MHz, (CD3)2S0-d6, S in ppm): -0.05 (s: 9H); 0.84 (t,
J= 8Hz:2H); 0.95 (t, J = 7.5 Hz: 3H); 1.66 (mt: 2H); 2.43 (t, J = 7Hz: 2H); 3.59 (t, J = 8 Hz: 2H); 5.69 (s:
2H); from 7.40 to 7.65 (mt; pH); 482 (hypad d, I = 7Hz: 1H); 25 10.64 (unresolved peak: 1H). El m/z =
447 M'm/z = 330 [M - OCH2CH2Si(CH3)3]' WO 03/078403 169 m/z = 319 [M - C6Hj20Si]'
N-(5-bromo-6.7 difluoro -1H-indazol-3-v)butanamide PCT/FR03/00752 9.4cm3 of tetrabutylammonium
fluoride as a 1M solRiBR i%g%traﬁ%To% te added to 700mg of
N-[5-brano-6,7-difluoro-1-[[2-(trimethylsilyl)ethoxy]methyl]

EXAMPLE 104

N-(6,7 -difluoro-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H -indazok3-yl)butanamide

10 A solution of 1.1g of N-(6,7-difluore 1H-indazol-3-yl)butanamide, prepared in
Example 40, in 180 cm® of dimethylformamide is added dropwise over 3hours to
1659 of sodium hydride a 60% in ail, in 50 cm® of dimethylformamide. The
reaction medium is concentrated to dryness under reduced pressure and taken up in
250 cm® of ethyl acetate and 200cm® of water; the organic phase is separated out after

15  settling of the phases has taken place, washed with 150cm?® of water, dried over
magnesium sulphate, filtered and concentrated to dryness under reduced pressure
(2kPa; 50°C). The crude product is purified by chromatography under an argon
pressure of 50 kPa, on a column of silica gel (particle size 40-60 um; diameter 6 cm),
eluting with a cyclohexane/ethyl acetate mixture (80/20 by volume). The fractions

20  containing the expected product are combined and evaporated under reduced pressure
(2kPa; 50°C) to give 7.3g of N-[6,7-difluoro-1-[[ 2-(trimethylsilyl)ethoxy] methyl] -

1H-indazol-3-yl]butanamide in the form of a yellow oil.

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

25  8Hz: 2H); 5.66 (s 2H); 7.22 (ddd, J = 11 —9 and 7Hz: 1H); 7.69 (broad dd, J= 9
and 4.5Hz: 1H); 10.60 (unresolved peak: 1H).



5 1H-indazol-3-yl]butanamide, described previously, in 30cm3 of tetrahydrofuran, and the mixture is
refluxed for 18 hour %gg 9, 100 cm3 of ethyl a fé] te and 75 cm3 of ﬁg&ylr gn %%En hydrogen
carbonate solution are a d/ and the organic phase is then washed successively wi m3 of
saturated sodium hydrogen carbonate solution and with 75 cm3 of saturated sodium chloride solution.
The 10 organic phase is separated out after settling of the phases has taken place, dried over
magnesium sulphate and concentrated to dryness under reduced pressure (2 kPa; 50C) to give 850 mg
of crude product, which is purlfled by chromatography under an argon pressure of 50 kPa, on a column
of silica gel (partlcle%llze 4'(”@0‘&@9 idtheter 3 cm), eluting with a cyclohexane/ethyl acetate mixture
(80/20 by volume). 15 The fractions containing the expected product are combined and evaporated under
reduced pressure (2kPa; S0 )= &% residiie @Gkl p(@H8EM3 of diisopropyl ether, filtered off, washed
with 3cm3 of diisopropyl ether, dried under reduced pressure (90Pa; 45C) to give 200mg of
N-(5-bromo-6,7-difluoro-1ihindazal-3- yhbutpraswde in the form of white crystals melting at 220C. 20 1H
NMR spectrum (300 MHz, (CDS)ZSO -d6, Sin ppm): 095 (t J=75Hz: 3H); 1.66 (mt: 2H); 2.41 (t,J =7
ved ﬂ‘ﬁ?é&o’p'éb EXAMPLE 105
N-[6-(4-cvanouhenv)-T-[[Z-{trimethvisivl)ethoxvimethvil-IH-mdazol3- Z5 vilbutanami
4cyanophenylbSronidRLi@nenida 3 of water, 1.0g of sodium carbonate and 314 mg of
tetrakis(triphenylphosphine)palladium are added to 500mg of N-[6 WO 03/078403 170 PCT/FR03/00752
bromo-I-[[2-(trimethyA&RAysthoxsfmepkijtiie -indaz@dgeg]butanainide, @repbiréel 7adi fiesediéd in Example
51, in 100 cm of g TR EReHioMHERMH 5 ien. Sl inrdnaussiasl sbiadyi 70 cms of

ethyl acetate and 75 cm3_0f water. Thé organic phase is separated_ out after settlln%hof the phases has

taken place and wasiosan® of chloroform, followed by addition of 0.56 cm® of bromine, and the mixture

is refluxed overnight. 50 cm?® of dichloromethane and 50 cm?® of aqueous 10% sodium
10 thiosulphate solution are added to the reaction medium. After stirring for 10 minutes,
the insoluble material is removed by filtration on a sinter funnel and the organic phase
is washed with 50cm® of water and with 50cm® of saturated sodium chloride
solution. The organic phase is separated out after settling of the phases has taken
place, dried over magnesium sulphate, filtered and concentrated to dryness under
15 reduced pressure (2kPa; 45°C). The crude product, 1.1 g, is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 4060 pum; diameter 3 cm), eluting with a cyclohexane/ethyl acetate mixture

(90/10 by volume). The fractions containing the expected product are combined and
evaporated under reduced pressure (2kPa; 50°C). After drying (90Pa; 45°C), 230mg
20 of N-(5-bromo-6, 7-difluoro-1-[ [ 2-(trimethylsilyl)ethoxy] methyl]-1H-indazol - 3-

yl)butanamide are obtained in the form of a colourless ail.

IH NMR spectrum (300 MHz, (CD3)2SO-d6, d in ppm): -0.05 (s: 9H); 0.84 (t, J =

8 Hz: 2H); 0.95 (t, J = 7.5Hz: 3H); 1.66 (mt: 2H); 2.43 (t, J = 7Hz: 2H); 3.59 (t, J=

8Hz: 2H); 5.69 (s. 2H); from 7.40 to 7.65 (mt: 5H); 7.82 (broad d, J = 7Hz: 1H);
25  10.64 (unresolved peak: 1H).

El miz=447 M™"

miz=330  [M — OCH,CH,S(CHy)3*



5 with 50cm3 of distilled water and then with 2x50 cm3 of saturated aqueous sodium chloride solution.
The organic phase i |gv%§ (5’}?&% ut after settling of thelg)lgjases has taken plalg&g@sg%%/ﬁ&mgnesmm
sulphate, filtered and concentrated to dryness under redticed pressure (2 kPa; he residue
obtained, 2.0 g, is purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gel (particle 10 size 40-60 pm; diameter 4 cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by
volume). The fractions containing the expected product are combined and evaporated under reduced

pressure (2 kPa; 50C); 1.0g of N-[6-(4c

[[2- (trlmethylsﬂyl)ethoxy]m@YHyT] A-in I]Etgvlr%éhamide is obtained in the form of a yellow solid
melting at 136C. 15 1H NMR spectrum (300 MHz, (CD3)ZSO -d6, Sln ppm): -0.09 (s: 9H); 0.83 (t, J= 8
Hz: 2H); 0.98 (t, J =N:tbiHz el (e 4 btdpamie 3.58 (t, J = 8 Hz: 2H); 5.76 (s: 2H);

7.53 (broad d, J = 8.5Hz: 1H); from 7. 95 t0805 (mt: 4H) 7.97 (d, J 8.5Hz: 1H); 8.11 (s: 1H); 10.55
(unresolved peak: lbihd)hfﬁa{%mwmﬁmﬁumhlﬂﬂd@mé 3svHbutanamide: Qota@ﬁma)nfran are

tetrabutylammonium e alM BN te rofur r om

N-[6-(4- cyanopheny - tr|mO IsH;%il‘%oxy efh (;Q §% ?g%fjtga egn des ﬂ)ed
previously, in 16 cm%méazah?cmmtmd@l ﬂﬁaecrrhe@t@revi@uéﬂubteaof@n e‘h@tﬁfydnbfermaen@n medium is
diluted with 20 cm3 gl-efhvt ACeaG B S APRBIFPEASE dSoNas Nash BHPCES StHG!Yaathe Grem3 of

saturated sodium 25 hydrpgen carbonate solution, with 2x20 cm3 of water and with 20 cm3 of saturated

sodium chloride solUttsi THeSBigaist H4LR W@Qﬁ%é@@%ﬂ%ﬁ?@ﬂt%ﬁﬁ@@%@”ﬂﬁ%gﬁgﬁ@§ taken place,
dried over magnesiyshese!|phatten fillasaeiandtaevaonasmiratunuet eraediede dogressiri@dna; 50C). The

crude product obtain By under n pr re of n a column of
silica gel (particle Wg%%?)%ﬁg@ %lgg%%ﬁﬁhﬁ 785 g%@e% 8g gmrﬁd%ﬁrﬁtt&eer c?rl% eﬁ}lﬁ;g with a
methylene chldfide/wrgehianaiageddisaner geoyat lﬁtmﬂjyglduh@hm Headekenspiasataiiédgpviee expected

product are magnesium sulphate and concentrated to dryness under reduced pressure (2 kPa;

50°C) to give 850 mg of crude product, which is purified by chromatography under
an argon pressure of 50 kPa, on a column of silica gel (particle size 40-60 pm;
diameter 3cm), eluting with a cyclohexane/ethyl acetate mixture (80/20 by volume).

15 The fractions containing the expected product are combined and evaporated under
reduced pressure (2kPa; 50°C); the residue is taken up in 8cm?® of diisopropyl ether,
filtered off, washed with 3cm?® of diisopropyl ether, dried under reduced pressure
(0Pa; 45°C) to give 200mg of N-(5bromo-6,7-difluoro-1H-indazol-3
yl)butanamide in the form of white crystals melting at 220°C.

20 1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.95 (t, J = 7.5Hz: 3H); 1.66
(mt: 2H); 241 (t, J= 7Hz: 2H); 8.03 (dd, J = 6 and 2Hz: 1H); 10.58 (broad s: 1H);
13.56 (unresolved peak: 1H).

EXAMPLE 105

N -[6-(4-cyanophenyl)-1-[[2-(trimethylsily))ethoxylmethyl]-1H-indazol-3-

25 yllbutanamide:

853 mg of 4cyanophenylboronic acid, 15 cm® of water, 1.0g of sodium carbonate
and 314 mg of tetrakis(triphenylphosphine)palladium are added to 500mg of N-[6



combined and evaporated under reduced pressure (2 kPa; 50C); 120mg of N-[6-(4-

cyanophenyl)-1H- le? [ég gg anamide are obtained.,ir.the form of a solid C. 1H NMR
spectrum (300 MHz é 3¥ 6%6 S in ppm): 0.98 (t, }%7Hz 3H); 1.68 (mrtigglmk%%@[a%? 7Hz: 2H);
7.42 (broad d, J = 9Hz: 1H); 7.74 (broad s: 1H); 7.92 (d, J = 9Hz: 1H); 7.96 (s: 4H); 10.37 (unresolved
peak: 1H); 12.81 (unresolved peak: | H). 10 EXAMPLE 106 N-(6.7 difluoro -5-nitro -1 H-indazol3

-vllbutanamide: 555 mg of nitronium tetrafluoroborate are added to a suspension of 500 mg of N-(6,7-
difluoro-IH-indazol-3-yl)butanamide, prepared in Example 40, in 30cm3 of acetonitrile and cooled to OC.
After reaction for 30%ARG&d ] 366 'E}fl%mp%&’&mlaﬂﬂﬁﬁp%b%ﬂgﬁﬂ%ﬂ@tﬂ%&{m%ogen
carbonate solution ataadﬂeldummaawﬂacsnmrmﬂmmm?’ Bheims@aalcrpbaea:tmsapadamdlauhafter settling of
the phases has take Bl%ﬁ‘?b hed w ith fqed%%tr? atar0 0y a? ratgdf soglurr} chloride
solution, dried over magneS|um & p it&red an fhen congea% ryness un&rar réduced

pressure (2kPa; 50@}@@@@@3@@@&@@%&4‘@ sathiee Al deeiengercbas @BGDLDIWWWWWatography
under an argonpresgiresptaP KPasANa ReleMACRIIGA10okEpRIHES SH6 480 RIuLiBFGHEr 3.5cm),

eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume). The fractions containing the

expected product are BeHHTRIEHOR HoPLeer LRRse ﬂémaﬂgggﬂ@(%ﬁ@g%(‘ﬁ%ﬂm$@S(90Pa, 45C);
to give 300 mg of Ntwérqﬂfdue}r@fliam|¢xmr1hiagl®mh-%tmb}m¢aﬂ&anweamthaﬁﬁmnﬂaﬁd 25 ysjlees crystals

melting at 255C. 1H N Rrs %cé‘a'um 39 % % g&%}g ggé YA 3H); 1.68
(mt: 2H); 2.45 (t, J =7 :?&S; 85 d,J and a'mrésolv 8 f(ﬂ-%ym 05 (broad
unresolved peak: 1HPFW@Q%¢QUBHG®QWW WWWE@@W@B@W silica gel (particle
10 size 4060 um; diameter 4 cm), eluting with a cyclohexane/ethyl acetate mixture

(70/30 by volume). The fractions containing the expected product are combined and

evaporated under reduced pressure (2 kPa; 50°C); 1.0g of N-[6-(4-cyanophenyl) -1-

[[2(trimethylsilyl)ethoxy] methyl]-1H-indazol-3-yl]butanamide is obtained in the

form of ayellow solid melting at 136°C.

15 14 NMR spectrum (300 MHz, (CD3);SO-d6, d in ppm): -0.09 (s: 9H); 0.83 (t, J =
8Hz: 2H); 0.98 (t, J= 7.5Hz 3H); 1.69 (mt: 2H); 2.43 (t, J = 7Hz: 2H); 3.58 (t, J=
8 Hz: 2H); 5.76 (s: 2H); 7.53 (broad d, J = 8.5Hz: 1H); from 7.95 to 8.05 (mt: 4H);
7.97 (d, J=8.5Hz: 1H); 8.11 (s. 1H); 10.55 (unresolved pesak: 1H).

N -6-(4-cyanophenyl)-1H -indazol-3-yllbutanamide;

20 3.0cm? of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 400 mg of N-[6-(4-cyanophenyl)-1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-
indazok 3-yl]butanamide, described previously, in 10 cm?® of tetrahydrofuran, and the
mixture is refluxed for 18 hours. The reaction medium is diluted with 20 cm?® of ethyl
acetate and the organic phase is washed successively with 20 cm® of saturated sodium

25  hydrogen carbonate solution, with 2x20 cm® of water and with 20 cm® of saturated
sodium chloride solution. The organic phase is separated out after settling of the
phases has taken place, dried over magnesium sulphate, filtered and then concentrated
under reduced pressure (2kPa; 50°C). The crude product obtained is purified by

chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle



m/z = 214 [M - C4CH60]' EXAMPLE 107 N-[6,7 difluoro
-5-uhenvl-|—[[2-(trimg;\llqaslag')@)&t&%vlmethvl]-lwindazol. ]f_> viilbutanamide 469&}3&}@% ronic acid,
760 mg cf sodium carbonate in 30cm3 of water and 379 mg of tetrakis(triphenylphosphine)palladium are
added to 1.15 g of N-(5-bromo. 6, 7- difluoro-1-[ [2-(trimethylsilyl)ethoxy]methyl]
-1H-indazol-3-yl)butanamide, prepared in Example 104, in 150cm3 of dioxane, and the mixture is
refluxed for 10 4 hours. The reaction medium is diluted with 100cm3 of ethyl acetate and 75 cm3 of water
and filtered through a sinter funnel packed with Cehte. The organic phase is separated out after settling
of the phases has tak&h Y& WaLREERIPFTS EHE SRR MEHY Wi PR EARAMstearh Sdesbdium
chloride solution, driggameonesihasiuvol sngphate, filtetensanochtinogntiatedpetdy pasitictnder reduced
pressure (2kPa; 50C) tq 15 give 2 g of crude product in the form.of a black.oil..The cr rqduct is
purified by chromat(%%rﬁgbrheﬁ?ﬂ%er R rég}egHoHng%srg%thr%e%P W&g%ﬂ% gglé nﬁ%@é‘ﬁ%é’ﬁggﬁ( %rticle size
40-60 pm; diameter @ @wphedititity Wekrel-Sydibhtacamide aiglohtanats mibeaheem @51 sl isymaiige). The
fractions contaiging theexpected product are combined, evaporated under reduced pressure (2kPa;
50C) and dried (90 Pa, 45C); to give 20 1.1 g of

yellow oil. 11 N OO0 M Ly S SioC i R GaCol O L08 i o)

0.95 (t, J = 7.5 Hz: 3Hh); 2H6 A0 @H); 2. A% (20)= 74 (I2bdg 8,5P(19 Biz BHHZ. 2H(hr5a8%s(SH)H); from 7.40

1 oo SRS e A T2 A PUsa e e LR st iz =28

-5-nhenvl-IH-indazoP)Btanamide

10 EXAMPLE 106

N-(6,7 -difluor o -5-nitro -1H-indazol-3-yl)butanamide:

555 mg of nitronium tetrafluoroborate are added to a suspension of 500 mg of N-(6,7-
difluoro 1H-indazol-3-yl)butanamide, prepared in Example 40, in 30cm® of
acetonitrile and cooled to 0°C. After reaction for 30 minutes, 50cm? of ethyl acetate
15  and 50cm?® of saturated sodium hydrogen carbonate solution are added to the reaction
medium. The organic phase is separated out after settling of the phases has taken
place, washed with 50 cm? of water and 50cm? of saturated sodium chloride solution,
dried over magnesium sulphate, filtered and then concentrated to dryness under
reduced pressure (2kPa; 50°C) to give 630 mg of a brown oil. The crude product is
20  purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gd (particle size 40-60 pum; diameter 3.5cm), eluting with a cyclohexane/ethyl
acetate mixture (70/30 by volume). The fractions containing the expected product are
combined, evaporated under reduced pressure (2 kPa; 50°C) and dried (90Pa, 45°C);
to give 300 mg of N-(6,7-difluoro-5-nitro-1H-indazol-3-yl)butanamide in the form of
25 yellow crystals melting at 255°C.

1H NMR spectrum (300 MHz, (CD3)2S0-d6, d in ppm): 0.96 (t, J = 7.5Hz: 3H); 1.68
(mt: 2H); 2.45 (t, J = 7Hz: 2H); 8.89 (dd, J = 6.5 and 2Hz: 1H); 10.94 (unresolved
peak: 1H); 14.05 (broad unresolved peak: 1H).



PCT/FR03/00752 14.8cm3 of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added
to 1.1 g of N[6,7-difl %% I-I-[[2-(trimethylsilyl)ethgxy]methyl]-1H 5 indqgﬁjﬁﬁggg) ide,
described previousl;k/},\zEnP cm3 of tetrahydrofuran, and1 '?héa mixture is refluxed for 1 (@?S%E;S the
reaction is incomplete, a further 9.9 cm3 of tetrabutylammonium fluoride solution are added and refluxing
is continued for 18 hours. After cooling, 100 cm3 of ethyl acetate and 75 cm3 of saturated sodium
hydrogen carbonate solution are added; the organic phase is separated out after 10 settling of the phases
has taken place and washed with 50cm3,of saturated sodium chloride solution, dried over magnesium
sulphate, filtered anfFlcond®fratt to My'ness under reduced pressure (2.7 kPa; 50C) to give 1.3 g of
crude product, which is purified by chromatography under an argon pressure of 50 kPa, on a column of
silica gel (particle si7&z0-%@ pmiMiarfetdl@bcm), eluting with a cyclohexane/ethyl 15 acetate mixture
(70/30 by volume). The fractions containing the expected product are combined and evaporated under
reduced pressure (2kRaNPECH; the solid obtained is taken up in 20cm3 of diisopropyl ether, filtered off on
a sinter funnel and washed with 5cm3 of ethyl acetate and 20 cm3 of diisopropyl ether, and then dried

(90Pa; 45C) to giveygs m&mﬁd}lé(@ Hifor9rs-phenyh H—f V4 (7354 t_@pp_m[p&gg?)_zo the form of a
white cottony solid mefing at 2 : Spectrum %Tz, -do, Sin ppm): 0.95 (t, J =
7.5 Hz: 3H); 1.68 (nitlagnamidet j = 7 Hz: 2H); from 7.40 to 7.60 (mt: 5H); 7.76 (broad d, J = 6Hz: 1H);
10.53 (unresolved peak: 1H); from 13.00 to 13.90 (broad unresolved peak: 1H). El m/z = 284 M'. 25 m/z =

245 [M - CACH60]' 468 A1 PL BhenshBrBtionao - ied (migrdthndiill esrhonatieriotBosviliof idister WO 03/078403
174 PCT/FR03/007%%MMMFS&%%%%H%QYQMW%QB&iEb%%@%fo&qwmgormamide is
6, 7-difluoro-1-[[ 2-(trimethylsilyl)ethoxy]methyl] -1H-indazol - 3-yl) butanamide,
prepared in Example 104, in 150cm? of dioxane, and the mixture is refluxed for

10 4 hours. The reaction medium is diluted with 100cm® of ethyl acetate and 75 cm® of
water and filtered through a sinter funnel packed with Celite. The organic phase is
separated out after settling of the phases has taken place, washed with 75 cm?® of
water and with 75 cm® of saturated sodium chloride solution, dried over magnesium
sulphate, filtered and concentrated to dryness under reduced pressure (2kPa; 50°C) to

15 give2g of crude product in the form of a black oil. The crude praduct is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 40-60 um; diameter 3.5cm), eluting with a cyclohexane/ethyl acetate mixture
(85/15 by volume). The fractions containing the expected product are combined,
evaporated under reduced pressure (2kPa; 50°C) and dried (90 Pa, 45°C); to give

20 1.1g of N{[6,7-difluoro-5-phenyl-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-

yl]butanamide in the form of a yellow oil.

IH NMR spectrum (300 MHz, (CD3)2SO-d6, d in ppm): -0.05 (s: 9H); 0.84 (t, J =

8 Hz: 2H); 0.95 (t, J = 7.5Hz: 3H); 1.66 (mt: 2H); 2.43 (t, J = 7Hz: 2H); 3.59 (t, J=

8Hz: 2H); 5.69 (s. 2H); from 7.40 to 7.65 (mt: 5H); 7.82 (broad d, J = 7Hz: 1H);
25 10.64 (unresolved peak: 1H).

El miz=445 M™"

miz=328  [M — OCH,CH,Si(CHg)s]*



added over 30 minutes to 717 mg of sodium hydride at 60 % in oil, in 50 cm3 of dimethylformamide, and
the mixture is stirrec{l\gf 55 room temperature. Tr1<=7|- drmethylformamrdedéjlze% @.O er reduced
pressure and the residue |s aken up in 5 75 cm3 of eth acetate and 50 cm3 of water; the organic phase
is separated out after settling of the phases has taken place, washed with 2x50 cm3 of water and 50 cm3
of saturated sodium chloride solution, dried over magnesium sulphate, filtered and concentrated to
dryness under reduced pressure (2kPa; 50C) to give a yellow oil. The crude product is purified by
chromatography under an argon pressure of 50 kPa, 10 on a column of silica gel (particle size 40-60 pm;
diameter 3.5 cm), el[ﬂ%g with a Wc‘r&@@‘ﬂglethyl acetate mixture (60/40 by volume). The fractions
containing the expected product are combrned and evaporated under reduced pressure (2 kPa; 50C) to
give 2.64 g of 5-broMd&/{dif{tineefpis RUpTEHBY pnidehe form of a yellow oil, which is
used without further purification for the following test. 15 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin

ppr)n) -0. O%d(j 9H); 1B (H° = te&éﬁ@ty?drﬁnﬁrﬁ'&r(ﬁlﬂm&é'l&; AHMSsARIBh AN b B dlorars ére) = 8.5Hz:
1H); 7.96 J roa +H]
N-[6-[6-[[2- (trrmethyf’gf]a(??d{ﬂoxv OJTFRL Iuvrrdu ?rg rn/f 15435 (tlr n}etR/%Iyl ethoxﬂ gt\ﬂyl]']lH'

thok
(trrmethylsrIvl)ethoxvhﬂ@thM}but@daﬁme dﬁ%tmﬁ’apfﬁw@tﬂmlg B9 om” of tetrahydrofuran, and the

5-bromo-2-{[2- (tr'm%xta&t?t%a@m@rh%ﬂ%%wremmsqr%\/)mr:rebé ARARYSSIIEE of

ofN-[6-(4,4,5,5-tetramethyl[1,3,2]dioxaborolan2-yl)-1-
[[2- (tr|methylsrIyI)etHSQWtﬂPWQ’P‘IUmdﬁE@I'@eyﬁﬁﬁqgﬁaﬂﬁd@d%ﬁﬁ%ﬁrt@%m%IéO@B‘UW 76 m3 of
dioxane, and 201 mgalid@tﬁawﬁéirlbbtﬂmdpmwahﬁﬁef)rwﬂﬂdwmdma%éﬁum efteeeiusogarhonate in 10

cm3 of water are ada (97%3 %H% ell Iut| é\%]d ure i flux % h r The reaction
medium is diluted WI ﬁa?}/t %}’(\:’% ate an tm 01(%\/ elp§a3§ |§fr e:é‘rrc?'tgjg a sinter funnel
packed with Cehte.SEtiéorofattie mm@mebmmmmmwmtwng phche phagersthdsodiem WO
03/078403 175 PCTéﬁBr%gOQ)Y&?on, dried over magnesium sulphate, filtered and concentrated to

dryness under reduced pressure (2.7 kPa; 50°C) to give 1.3g of crude product, which

is purified by chromatography under an argon pressure of 50 kPa, on a column of

silica gel (particle size 40-60 um; diameter 3.5cm), eluting with a cyclohexane/ethyl
15 acetate mixture (70/30 by volume). The fractions containing the expected product are

combined and evaporated under reduced pressure (2kPa; 50°C); the solid obtained is

taken up in 20cm? of diisopropyl ether, filtered off on a sinter funnel and washed

with 5cm® of ethyl acetate and 20 cm® of diisopropy! ether, and then dried (90Pa;

45°C) to give 340mg of N-+(6,7-difluoro-5 phenyl)-1H-indazol- 3-yl)butanamide in
20 theform of awhite cottony solid melting at 224°C.

1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 0.95 (t, J= 7.5Hz: 3H); 1.66
(mt: 2H); 2.41 (t, J= 7 Hz: 2H); from 7.40 to 7.60 (mt: 5H); 7.76 (broad d, J = 6Hz:
1H); 10.53 (unresolved peak: 1H); from 13.00 to 13.90 (broad unresolved peak: 1H).

El miz=284 M*
25 miz=245 [M —CsCHO]"

EXAMPLE 108

5Bromo-2-{[2-(trimethylsilyl)ethoxylmethoxy]lpyridine




place, washed with 50cm3 of war, with 50cm3 of saturated sodium chloride solution, dried over

magnesium sulphat%vgltggﬁ)qﬁag concentrated under r;fx}i)ljced pressure (2 k%@ﬁﬂ%&%lagérude product

obtained is purified by chromatography under an argon pressure of 50 kPa, on a column of silica gel
(particle size 4(-60 pm; 5 diameter 4.5 cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by
volume). The fractions containing the expected product are combined and evaporated under reduced
pressure (2kPa; 50C) to give 0.45 g of N-[6-[6-[[2-(trimethylsilyl)- ethoxy]methoxy]pyridyl-3-yl]-1
[[2(trimethylsilyl)ethoxy]methyl]-1H-indazol-3- ygbutanamid,e_in the form of an orange-coloured lacquer. 10
1H NMR spectrum (A08'MII92 FCEP 9 SSOLHENS ZBRIY PG 8894 gD Bodsregmifopnaaige is- 8 Hz: 2H):
0.93 (t, J = 8 Hz: 2HxI@9\tr 36 mibutds t8H) 71ntP dimsocRiny; h@dfitidtat)6e PaHn: @HnF66rE df= 8 Hz: 2H);
3.79 (t, J = 8 Hz: 2H); 5.59 (s: 2H): 5.74 (hroad s: 2H); 7.02 (d,. J = 8.5 Hz: 1H): 7.47 (broad d, J = 8.5 Hz:
THy 752 (o 0= o Ame TR E ohd T8 iy F e ey S 2SR R 0 15 25 b
1H); 10.53 (unresol\dasyadiorma)ige is/ereosgbunfenteductRYRERUr©@E T MERIE 19 39BNz B
73[SI(CH3)3]' Ne[6-(Gslaydraxatylide3ntP shd BHAZ ol uiRNRRdle dhd s/ Sipspdd ehipRydylammonium
fluoride as a 1M solution in tetrahydrofuran are added to 0.73_%0f .
N-[6-[6-[[2-(trimethy@%ﬁ@tﬁﬁ%%%&ﬂlﬁ%l@@%ﬂﬂwﬁw with 2 50cm? of water and 50 cm® of
Ul2rimethy!sityetiagydme oo dazel il asasmidacdaseribsdnpsainsel it e of
tetrahydrofuran, and the mixture is refluxed for ours; as t action is incomplete, refluxing is
continued for 18 ho@cﬂﬁr@f%{ot&iﬂ'&ngﬁ é‘ﬁ’éﬁZ 8#1‘%%‘&%@ [é%@ §3§a®dt8rﬂﬂvﬁlg ﬁ%g\ﬁi(?'ghase is
washed with 30 cm3Tbé satdeatedugadipuri fragtibp gbrocstbyepity sadation aigohthesswitloR2E3BRan3 of water

and with 30 crg of sawEaled SAFIYMLRPTHS R0 4510 PrIARIGRAGSS 375 PALRIRS At after WO
03/078403 176 PCT/FR03/00752
cyclohexane/ethyl acetate mixture (60/40 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2 kPg;
50°C) to give 2.64 g of 5bromo-2-[[2(trimethylsilyl)ethoxy]methyl]pyridine in the

form of ayellow oil, which is used without further purification for the following test.

15 14 NMR spectrum (300 MHz, (CD3):SO-d6, d in ppm): -0.02 (s: 9H); 0.89 (t, J =
8Hz: 2H); 3.73 (t, J = 8Hz 2H); 5.49 (s: 2H); 6.89 (broad d, J = 8.5Hz: 1H); 7.96
(dd, J= 8.5 and 2.5Hz: 1H); 8.31 (broad d, J= 2.5Hz: 1H).

DCl miz=304 [M+H]*

N - 6-[6-[[2-(trimethylsilyl)ethoxy]lmethoxy]pyridyl-3-vi]-1-[[2-
20 (trimethylsilyDethoxylmethyl]-1H-indazol3-vllbutanamide

1199 of  5bromo 2-[[2-(trimethylsilyl)ethoxy]methoxy]pyridine,  prepared
previously, are added to 1g of N-[6-(4,4,5,5tetramethyl[1,3,2]dioxaborolan 2-yl) - 1-
[[ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol-3-yl]butanamide, prepared in Example
56, in 70cm® of dioxane, and 201 mg of tetrakis(triphenylphosphine)palladium and
25 646 mg of sodium carbonate in 10cm® of water are added to the pale yellow solution,
and the mixture is refluxed for 3 hours. The reaction medium is diluted with 75cm®
of ethyl acetate and 50 cm® of water and is filtered through a sinter funnel packed
with Celite. The organic phase is separated out after settling of the phases has taken



settling of the phases has taken place, dried over magnesium sulphate, filtered and concentrated to
dryness under redu (2 kPa; 50C) to give 1 of crude product, d by
chromatography un eg)z;ar?g?géjé{ggpressure of 50 kPa, on?}a§column of silica gel Ig&artlcﬁe Size 40-60 pm;
diameter 3 cm), eluting with a methylene 5 chloride/methanol gradient (95/5 to 90/10 by volume). The
fractions containing the expected product are combined and evaporated under reduced pressure (2kPa;
50C) to give 270 mg of product which is still impure, which is repurified by HPLC (X Terra column; C18,
5m; length 100 mm, diameter 30 mm, eluent: methanol/water (7Q/ 30 by volume) containing 0.05%
trifluoroacetic acid; RRGS Y@%ﬂﬁ‘i@‘/ﬂn?@cﬁ‘o Rffté(\‘%n(‘,’@ﬁiréﬁlrfﬁnthgfﬁ%ﬁﬂ@ﬁg SBitmiAY Weexpected
product and drying (SDiRian, 48{&) 40 gnad)ids] GriGain phiamyidyeicd 3ayd) -ddriesmtiazsl - Gﬁyﬂbwammtnlde are

obtained in the form of a sogg r‘gelt;g&;)% e 2r6%g III b%?gﬁsrum%g p ’\{:I&'ZP{CDa? -d6, Sin ppm):
0.98 (t, J = 7.5 Hz: "B (e 28 Y PIES gqﬂ Mg Y88 oad d, J =
9Hz: 15 1H); 7.52 (wm & AGPNEES(ie QfﬁQ@HzOm&IR;OMrBlQHSLBIGa%Iz(p@HW?% @95 and

2.5Hz: 1H); 10.30 (Rieaker 148k 83 &theﬁmk{eg alshdlahelethp a@é{b&%sm}&&&@%b/sb'*bya m/z = 296
M+. m/z = 226 [M - C4CHG6Q]+ 20 EXAMPLE 109 N-[6- (2.2-diuhenvl-benzo[1.3

dioxol-5-vI)-1-[[2-(trifRE AL VR tHGH TR EPRIRAN L the. ﬁ%&ﬁ%@’ Qrc{ﬂ%@&%ﬁ%{m@dﬁ@% Qporated

5-bromo-2,2- dlphenyhdesmmmctmlﬁe [ipepay Sba)aording 015y rofpREs [BiertrinhBORIL A2, are
added to 1.2g of N-

tetramethyl[1,3 2]d|([)%<r{(8<ﬁolan Oﬁ(vlﬁ’y{'ﬁﬂ %ylr]nl hz)g ”Wﬁe)(hs lX))]?thhé)fﬂ/)lﬁqefwl n]élﬂaz'% 9;'/'Ifﬁutanamide,
prepared in Exampl&!BBitanapneenB Gedroxesiendienaeeeheyred kaebRis(triphenylphosphine)palladium and
688mg of sodium carbonate in 10cm3 WO 03/078403 177 PCT/FR03/00752

10  1H NMR spectrum (300 MHz, (CD2),S0-d6, d in ppm): -0.09 (s: 9H); 0.00 (s 9H);
0.83 (t, J= 8Hz: 2H); 0.93 (t, J= 8Hz: 2H); 0.98 (t, J = 7.5Hz: 3H); 1.69 (mt: 2H);
241 (t, J=7Hz 2H); 3.56 (t, J= 8Hz: 2H); 3.79 (t, J= 8 Hz: 2H); 5.59 (s. 2H); 5.74
(broad s: 2H); 7.02 (d, J = 8.5Hz: 1H); 7.47 (broad d, J = 85Hz: 1H); 7.92 (d, J =
8.5Hz: 1H); 8.00 (broad s: 1H); 8.18 (dd, J = 8.5 and 2.5Hz: 1H); 8.61 (d, J =
15 2.5Hz 1H); 10.53 (unresolved peak: 1H).

El miz=556 M™"

m/z = 439 [M - OCH2CH2§(CH3)3]+

mz=73  [Si(CH3)3"

20 15.7cm’ of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are
added to 073g o N-[6]6[[2(trimethylsilyl)ethoxy]methoxy]pyridyl3-yl]-
1[[2(trimethylsilyl)ethoxy] methyl]- 1H-indazol-3-yI] butanamide, described
previously, in 15cm® of tetrahydrofuran, and the mixture is refluxed for 18 hours; as
the reaction is incomplete, refluxing is continued for 18 hours. After cooling, 60 cm®

25  of ethyl acetate are added and the organic phase is washed with 30 cm® of saturated
sodium hydrogen carbonate solution and then with 2x30 cm® of water and with

30cm® of saturated sodium chloride solution. The organic phase is separated out after



of water are added to the pale yellow solution, and the mixture is refluxed for 4 hours. The reaction

medium is diluted wj thyl acetate and 50cm3.of water, and then Eh r a sinter
funnel packed with ggﬁ?g&ﬁ%géﬁ?ate is separated by sth?Iing and the organiclgpi/%%%/\gvas ed with 50
cm3 of water and with 50 cm3 of 5 saturated sodium chloride solution, dried over magnesium sulphate,
filtered and concentrated to dryness under reduced pressure (2kPa; 50C). The crude product obtained is
purified by chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle size

40-60 pm; diameter 4.5cm), eluting with a cyclohexane/ethyl acetate mixture (70/30 by volume). The

fractions containing 8119 &xHc din dekirt RiarRbiiied Qv SPpETAte P ReRe rEHEEEPRessure (2
kPa; 50C); 840 mg airidkhtteie] 200iphreny bitcer beduredipraterb A xra[ [ 3ofimethvisily g ibfoorybe

methoxy]-1H-indazol-3-yl]butanamide are obtained jn the form, of a sticky orange- ed solid. El m/z =
505 Mo 15 miz = 4G BRI P P KT UG SRR B et 05 3 bucanamide
trifluoroacetate 10cradusinriimetiop gty (vadicle sire 4tk 8T dBoets RJB) (2l iaghsha-megntrngzodioxole -
5-yl)-1-[ [ 2-(trimethylgilyeibrindmpethendhe Wineaze) 3 iy 1osignamide rienMeeRsMiayshe and the

mixture is refluxed for 3hours. 50cm3 20 of methanol are then added cautiously and refluxing is continued

for 15 minutes. The SESCHEIPIRMHLAE ICOEUIRRShENst SYPRY'GHSHh HRdel FRAMERE BRSSP KBAra2KPa; 50C)
and taken up in 50 emgwef 210Yhqettptedactdvliehcian 3iaf iH3ersodtion tisioguiphedebyohiion;(Xhe insoluble
material formed is removed by filtration and the filirate is separate settling. The organic phase is
dried over magnesil(jrrn%1r E%F&H%%g fi f@’reaghfﬁhc%@c%mfa@%we?ear%%bé@’u%%%'réndeg%aggg‘Wéﬁggure. The

crude product is purffied ¥ behyekwas giefsap e 08 Hiderigaesisure bf how e @A entnifmin of silica gel
(particle size 4@-60 Ry, AHOFIRERETHe FMHIPIEL S %Wé%&%&@@%%ﬁ%%{lm (86IBgOUS

ammonia gradient (97/3 by volume). The fractions containing the expecte _
45°C),” 40mg ‘of N-[6(6-hydroxypyrid-3-yl)-1H-indazol-3-yl]butanamide are

obtained in the form of a solid melting above 260°C.

1H NMR spectrum (300 MHz, (CD3),S0O-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.68
(mt: 2H); 2.39 (t, J = 7Hz: 2H); 6.47 (d, J = 9.5Hz 1H); 7.25 (broad d, J = 9Hz:

15 1H); 7.52 (broad s: 1H); 7.77 (d, J= 2.5Hz: 1H); 7.81 (d, J= 9Hz: 1H); 7.90 (dd, J =
9.5 and 25Hz: 1H); 10.30 (broad s 1H); 11.83 (unresolved peak: 1H); 12.62
(unresolved peak: 1H).

El  mz=2% M"
miz=226 [M —CsCHJ"

20 EXAMPLE 109

N {6-(2.2-diphenyl-benzo[1.3]dioxol-5-vI)-1-[[2-(trimethvlsilyl)ethoxy]methoxy] -
1H-indazol-3-yl]butanamide

1.38 g of 5bromo-2,2-diphenyl-1,3-benzodioxole, prepared according to European
patent  EP 303172A2, ae added to 12g of N-[6-(4,4,5,5
25  tetramethyl[1,3,2]dioxaborolan-2-yl)-1- [ 2(trimethylsilyl)ethoxy]methyl]-1H-
indazol 3-yl]butanamide, prepared in Example 56, in 80cm® of dioxane, and 242mg
of tetrakis(triphenylphosphine)palladium and 688mg of sodium carbonate in 10 cm®



product are combined and evaporated under reduced pressure (2 kPa; 50C) to give WO 03/078403 178

PCT/FR03/00752 1?/9(5”&3@](7858?%'[ which is still impuréleﬁwhich is repurified ?/ézl%éqéféég%a column;
0 n 0

C18, 5m; length 100 mm, diameter 30 mm, eluent: acefonitrile/water gradie by volume)
containing 0.05% trifluoroacetic acid; flow rate 20cm3/min). After concentrating the fractions containing
the expected product and 5 drying (90Pa; 45C), 30 mg of N-[6-(3,4-dihydroxyphenyl)-1H-indazol-3-
yl]butanamide trifluoroacetate are obtained in the form of a brown powder melting at 236C. 1H NMR
spectrum (300 MHz, (CD3)2S0-d6, S in ppm): 0.98 (t, J = 7.5 Hz: 3H); 1.69 (mt: 2H); 2.40 (t, J = 7Hz:
2H); 6.85 (d, J = 8 HZ: (3" ¥ 3ddse 1 thehd Ry Biqy- Splujiofpand g qnistuwre |§ e P I e 198 d d, J = 9HzZ:
1H); 7.46 (broad s: MMt réaé¢@otdmédiurd i<zl | Litdd; iiamsSoBe th SUB0 fbmanskndg Birohiet waek: dit1); 10.29
(broad s: 1H); 12.57  (unresolyed peak: 1H). El m/z=311 M+. zZ=2 - CACH6O]+ EXAMPLE
110 N-6-(L 3 benr L T R o pe O B MR i S Bt e 677 0 o
1,3-benzodioxol-5-ypedirghRac Ehe, arganis sheseisiurashedide BRam] DEwrieoshia b aitetite and

finally 31 mg of 2- digyglahexyiahRsRAIBRdR-Qiior0 diretidaminmblioheayhase adriaddobd of
N-[6-chloro- 1-[[ 2 (trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide, described previously, in

30cm3 of dioxane. TAP8GRRHERSh hAIESs Frelrsd RSB 8XB¥%a01Sholite GAvFieBA allowed to
return to 19C and filtgxeichébiriauglriéiinigr duionetqpaiied widbr aeltgor peepiodustt 8 KRaedhvwith ethyl
acetate and the org%nliﬁ rﬁrpag?es'hs égen dried 25 over mgaesium ul epate %nd filtg{lﬁd awnq the filtrate is

evaporated under reduced pres's.ure% %&C&Eferhe Festdue é%‘ﬁn |eé' LS

%/m hromar\]t%graphy under an
argon cyclohexane/ethyl acetate mixture (70/30 by volume). The fractions containing the

10  expected product are combined and evaporated under reduced pressure (2 kPa; 50°C);
840 mg of N-[6(2,2diphenyl-1,3-benzodioxole-5-yl)-1-[ [ 2-(trimethylsilyl)ethoxy] -
methoxy] - 1H-indazol-3-yl]butanamide are obtained in the form of a sticky orange-

coloured solid.
El m/iz=605 M™
15 m/iz=488 [M — OCH,CH,Si(CHz)3]"

N {6-(3.4-dihydroxy-phenyl)-1H -indazol-3-yl]butanamidetrifluor oacetate

10cm® of trimethylsilyl iodide are added to 0.8g of N-6-(2,2-diphenyl-1,3
benzodioxole-5-yl)-1-[[ 2 (trimethylsilyl)ethoxy] methoxy] - 1H-indazol - 3-
yl]butanamide, prepared previously, and the mixture is refluxed for 3hours. 50 cm®
20  of methanol are then added cautiously and refluxing is continued for 15 minutes. The
reaction medium is concentrated to dryness under reduced pressure (2kPa; 50°C) and
taken up in 50 cm® of ethyl acetate and 100 cm® of 10% sodium thiosul phate solution;
the insoluble material formed is removed by filtration and the filtrate is separated by
settling. The organic phase is dried over magnesium sulphate, filtered and
25  concentrated to dryness under reduced pressure. The crude product is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 4060 pum; diameter 3cm), eluting with a methylene chloride/methanol/7N
agueous ammonia gradient (97/3 by volume). The fractions containing the expected
product are combined and evaporated under reduced pressure (2 kPa; 50°C) to give



pressure of 50 kPa, on a column of silica gel (particle size 15-40 pm; diameter 3 cm), WO 03/078403 179
PCT/FR03/00752 elyti I yclohexane/ethyl acetate mixture (80/20 by me:@ I-&-E ctions
containing the expe(%}e%%py’r@duc gare combined and eva%%grated under reduceﬁéressuor% %E%Da; 50C).
620mg of N-[6-(1,3-benzodioxol-5-yl)-1-[[2- (trimethylsilyl)ethoxy]methoxy]-1H-indazol-3-yl]butanamide
are obtained in the 5 form of a sticky pale yellow solid. 1H NMR spectrum (300 MHz, (CD3)2S0O-d6, S in
ppm): -0.09 (s: 9H); 0.83 (t, J = 8 Hz: 2H); 0.98 (t, J = 7.5 Hz: 3H); 1.68 (mt: 2H); 2.41 (t, J = 7Hz: 2H);
3.56 (t, J = 8 Hz: 2H); 5.74 (fbroad s: 2H); 6.10 (s: 2H); 7.05 (d, J = 8Hz: 1H); 7.27 (dd, J = 8 and 2Hz:
1H); 7.37 (d, J = 2H3Q [ PraproavEauaigh JS- Tk mRuesHwhich s repgied 6y) HRY: G4X 18 89 (broad
S: 1H); 10.45 (unreschugdnpedds; Bdin; Elenuth =1d@3vivh, i aoretd360 MO @bRE HR8 iR 3ldterm/z = 325 [M
- C6Hj20Si]' N-[6-(1.3-ben ?ﬁ [-5-y1)-1 H-indazol-3-yllbut jde 15 2cm3 of tetrgbutylammonium
fluoride as a 1M SO|l9{IOI!le£]rtl i_e ré%f%f%%r%a#a\foel% e%)r}t\é'_@figargggnc?)fg” vorcacetic- acid, flow e
N-[6-(benzodioxol-53A T [Ritiridken pengaiatogy |hectiretnsicenta dugolte axpestesaphedestaastribed
previously, in 12 cmg-phiptragtysiiofuigdt) Theomgdiym i themmalinrinsg-shé(s- 10l Haderrs. The
mixture is then allowed to return to 19C and 60cm3 of ethyl acetate are added, after which it is washed

with 20 30cm3 of safllR e AR B LLOaRTHH G B anahiib B Al AR AAPHEAH A% 8bcm3 of

distilled water and fipad#sowith 30cm3 of saturated aqueous sodium chloride solution. The organic phase
is dried over magnesium sulphate, filtered through a sinter funnel and evaporated under reduced

pressure (2 kPa; 45@) e §8§§9Hﬁ1 %gwﬁ@?@y ified (lj*%y &WW%RP){] L_Lnﬁgﬁarbq)gqrbgressure of

50 kPa, on 25 a column of silica %el (particle size 15-40 pm; diameter 3 cm), eluting with a
cyclohexane/ethyl atBtate e &B/402¢bI68R{aAd 8ol ctiny 181deS dradidns2Hz: 1H);
10  7.10 (d, J = 2Hz: 1H); 7.26 (broad d, J = 9Hz: 1H); 7.46 (broad s: 1H); 7.79 (d, J =

9 Hz: 1H); from 8.80 to 9.30 (broad unresolved peak: H); 10.29 (broad s: 1H); 12.57
(unresolved peak: 1H).

El miz=311 M"
miz=241 [M —C4CHO]"

15 EXAMPLE 110

N {6-(1,3-benzodioxol-5-y)-1-[[2-(trimethylsilyethoxy]methoxy] -1H-indazol-3-
ylhbutanamide

677 g of 1,3 benzodioxol-5-yl-boronic acid, 1.24g of caesium fluoride, then 13.5mg
of palladium acetate and finaly 31mg of 2-dicyclohexylphosphine-2-(N,N-
20  dimethylamino)biphenyl ae added to 1g of N-6-chlorol{[2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide, described previoudy, in
30cm?® of dioxane. The reaction mixture is then heated at about 94°C for 15 hours
and is then allowed to return to 19°C and filtered through a sinter funnel packed with
Celite. The product is rinsed with ethyl acetate and the organic phase is then dried
25 over megnesium sulphate and filtered, and the filtrate is evaporated under reduced
pressure (2 kPa; 45°C). The residue is purified by chromatography under an argon

pressure of 50 kPa, on a column of silica gel (particle size 15-40 um; diameter 3 cm),



The fractions containing the expected product are combined and evaporated under WO 03/078403 180
PCT/FR0O3/00752 r re (2kPa; 50C). After drying (90Pa; 50C), Zggﬁl 2[6-(1 3-
benzodioxol-5-yl)- %gg@gg%]l]butanamide ae obtaiﬁgj in the form of a whité gaS.Fcﬁ)?ffi(éyln"le nﬂ{g at 240C. 1l
NMR spectrum (300 MHz, (CD3)2S0O-d6, Sin ppm): 0.98 (t, J = 7.5 Hz: 3H); 1.68 5 (mt: 2H); 2.40 (t,J =7
Hz: 2H); 6.09 (s: 2H); 7.03 (d, J = 8 Hz: 1H); 7.21 (dd, J = 8 and 2Hz: 1H); 7.30 (broad dd, J =9 and
1.5Hz: 1H); 7.31 (d, J = 2Hz: 1H); 7.55 (broad s: 1H); 7.82 (d, J = 9Hz: 1H); 10.31 (broad s: 1H); 12.63
(broad s: 1H). El m/z = 323 Mt m/z = 253 [M - C4CH60]" 10 EXAMPLE 111 N-[7-fluoro-5-nitro

-6-[2-(uhenvlethy DafHHBE YA LY SIO8 B ERNArAREELE. TV LS GPATRe YIRS & 2HABS to a
solution of 500mg otdhttbninglithe@xpedsteniadlidt irdannibbaypd) audanapordedureiparedutedpramspie 106, in
10cm3 of dimethylsg %xide, e mixtyre is refluxed for 1hour. The reaction medium;is 15 taken up
in 50 cm3 of ethyl a e%at and t%lgd é%anic p%ﬁgsrgqs wasﬂqed wittﬁﬁg%r%?%qggé lﬁ}g lgq;g%um chloride

solution. The organitpneisel & YesphesybaetixaitdHs sttiaag -Gy tHetpnisisle has toktanethde, died over

magnesium sulghateyfiteretang Eg@g%ng@tgﬁlidto dryness under reduced pressure to give 1.5 g of oil.
The crude product is purified by chromatography under an argon pressure of 50kPa, on a column of

e e AR, A R e

reduced pressure (2kPa; 39CPaddtiHe-réStize3s) takah (o 2H302A13(0fidicThid: @ther3.684tedi-off on a
sinter funnel and waghed yith: 2x20cm3 of diethy] gg.e n%ég dried,(90 P4 §(%9)('8 giveg360mg of
N[7 25 quoro-5-nitro-£?ngéj|\4e}r’1ﬁeté1 agraha;nb -1 %g él-%%l] 'ut;@émide in'tffgﬁfor'm 0 E1’Jrown crystals
melting at 212C.  and 2Hz: 1H); 7.37 (d, J = 2Hz: 1H); 7.42 (broad dd, J = 9 and 1.5Hz: 1H); 7.86 (d,
10 J=9Hz 1H); 7.89 (broad s: 1H); 10.45 (unresolved peak: 1H).
El  m/iz=493 M"
m/z = 336 [M - OCH2CH2§(CH3)3]+

m/z = 325 [M - CGH1203]+'

N 6-(1,3-benzodioxol-5-yl)-1H-indazol-3-yl]butanamide

15  2cm® of tetrabutylammonium fluoride as a 1M solution in tetrahydrofuran are added
to 600mg of N-[6(benzodioxol-5-yl)-1-[[2-(trimethylsilyl)ethoxy]methoxy]-1H-
indazok 3-yl]butanamide, described previously, in 12 cm?® of tetrahydrofuran. The
medium is then maintained at 67°C for 16 hours. The mixture is then allowed to
return to 19°C and 60cm® of ethyl acetate are added, after which it is washed with

20 30cm® of saturated agueous sodium hydrogen carbonate solution and then with
2x30cm’® of distilled water and finally with 30cm® of saturated aqueous sodium
chloride solution. The organic phase is dried over magnesium sulphate, filtered
through a sinter funnel and evaporated under reduced pressure (2 kPa; 45°C). The
residue obtained is purified by chromatography under an argon pressure of 50 kPa, on

25 a column of slica gel (particle size 1540 um; diameter 3cm), eluting with a
cyclohexane/ethyl acetate mixture (60/40 by volume) and collecting 15 cm? fractions,

The fractions containing the expected product are combined and evaporated under



WO 03/078403 181 PCT/FR03/00752 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.96 (t, J =
7.5 Hz: 3H); 1.67 (r?\t/gggg/?;éﬁ%t J = 7Hz: 2H); 2.93 (1 é: 7 Hz: 2H); 3.76 (%Tﬁogj@f%é?t 1H); from
7.15 to 7.40 (mt: 5H); 8.85 (s: ; 10.73 (broad s: 1H); ? .10 (unresolved peak: 1 H). m/z = 385M+.
m/z = 294[M - CH2C6H5]+ m/z = 224[294- CACH60]+ EXAMPLE 112 N -(7-fluoro-5 -nitro -6 -morpholino
-1H-indazol-3-yl)butanamide 10 The process is performed as in Example 110, starting with 500mg of

N-(6,7-difluoro. 5-nitro-1H-indazol-3-yl)butanamide, prepared in Example 106, 10cm3 of
dimethylsulphoxide and 0.77 cm3 of morpholine, and the mixture is refluxed for 1 hour. The reaction

medium is taken up {FPYEPE RESHERHYIKEEe 2 Ant e $Yih P05 a9 1€ w28 EW RS ém3 of water
and 50 cm3 of saturbéazbeiantiohB-ghiar dedezcs Gyl ahamideg asiobdinge ils teparatest auvbifier settling of
the phases has takesréligl%%ﬁl dri (Mb\ger magnesium sulphate, filtered and concentrated to dryness under
reduced pressure to give Ig ot biown solid. The crude product is purified by chromatography under an
argon pressure of 5(1 kPa, on a column of silicaael (particle size 15-40 pm; diameter 3 cm), eluting with a

cyclohexane/ethyl aceth FResHE Y IBOMI By vBRawe)I6 He HiRitib s dhtamihgHReERpé &R d product
are combined agd gqapgrpiechongeryequcetipressue RKPAOSQE h angHberrgsidue jadakersup in 30

cm3 of diethyl ether, filiered off o inter funnel and w wijth,2 of _diethyl.ether, and then
dried (90 Pa; 50C) tS‘”g‘;Iu?eEBsﬁ??& {?ﬁ\@(?_ u%‘?oJ 5. i%(?%?ﬁﬁ%réiﬁ&iﬁlj@%éz I-é-g%hut};gnéamide in the
form of brown crystalyoaekirigint7.83 @H0€ W2 08)078303bi&e B AH)ERORB6aA s. 1H).

El miz=323 M"

miz=253 [M -C,CHLQ]"

10 EXAMPLE 111

N - 7-fluoro-5-nitr 0-6-[2-(phenylethyl)amino]-1H -indazol-3-yl|butanamide

1.11cm?® of phenethylamine are added to a solution of 500mg of N-(6,7-difluoro-5
nitro- 1H-indazol-3-yl)butanamide, prepared in Example 106, in 10cm® o
dimethylsulphoxide, and the mixture is refluxed for 1hour. The reaction medium is

15  taken up in 50 cm® of ethyl acetate and the organic phase is washed with 4 35cm?® of
saturated sodium chloride solution. The organic phase is separated out after settling of
the phases has taken place, dried over magnesium sulphate, filtered and concentrated
to dryness under reduced pressure to give 1.5¢g of oil. The crude product is purified
by chromatography under an argon pressure of 50 kPa, on a column of silica gel

20 (particle size 1540 pm; diameter 3cm), eluting with a cyclohexane/ethyl acetate
mixture (70/30 by volume). The fractions containing the expected product are
combined and evaporated under reduced pressure (2kPa; 50°C) and the residue is
taken up in 30cm® of diethyl ether, filtered off on a sinter funnel and washed with
2x20cm® of diethyl ether, and then dried (90 Pa; 50°C) to give 360mg of N7

25  fluoro-5-nitro-6-[(phenylethyl)amino] - 1H-indazol- 3-yl]butanamide in the form of
brown crystals melting at 212°C.



1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm): 0.96 (t, J = 7.5 Hz: 3H); 1.67 (mt: 2H); 2.42 (t, J =
7 Hz: 2H); 3.16 (mt: }31@4) ?637%% = 4Hz: 4H); 8.30 (brg%d] s: 1H); 10.75 (unr cwﬁr{l @5 éLH) 13.68
(unresolved peak: 1 IQ m/z 51 Mt 5 m/z=334 [M-OH]' EXAMPLE 113 é luoro-5"-amino -6
-morpholino-IH-indazol3 -vl)butanamide 200 mg of 3% palladium-on charcoal and 1 g of ammonium
formate are added to a solution of 1.1 g of N-(7-fluoro-5-nitro-1H-indazol-3-yl)butanamide, prepared in 10

Example 112, in 50cm3 of methanol, and the mkture is stirred at room temperature for 18 hours. The
reaction medium is fjltered through a sinter funnel packed with Celite and concentrated to %ﬁ/ness under

reduced pressure (ZRPEMBEIEEHER (SORMEE D (< Proratibg FHPRPTIRdRPEH: drgdre e s6lre 67 50 kPa, on a
cg:umdn ;)f sil:]ca glel&narmbe 2!1/2(&@40/9@1 Mpmg@(ft&mrellﬂmyg m(mmﬂfébylﬁmgrﬁ 1H);
chloride/methano xtur 7.5 e fracti |ng cte ct are
combined and eva %i%&oef @d%&d%&sgsﬁgq %Sa %5535@% ng d?é;ﬁ @élzﬁ)&ﬁan 20 cm3 of
ethyl acetate, fiItereM dnla sinter funnel and washed with 2x5 cm3 of ethyl acetate and with 10 cm3 of
diethyl ether, then dried (90 Pa; 50C) to give 306 mg of N (7-fluoro-5-amino-6-morpholino-IH-indazol-3-
20 yl)butanamidg inghe forapGf wdaite cgystals melting at 180C. 1H NMR spectrum (300 MHz,
(CD3)2S0-d6, Sin ppm): 0.97 (t, J = 7.5 Hz: 3H); 1.67 mat: 2H); 2.34 (broad t, J = 7 Hz: 2H); 3.04 (broad
unresolved peak: 4H): 3.7 A (unr olv(g,qze?é +4H); 4.95 (broad s: 2H); 6.55 (s: 1H); 10.03 (unresolved
peak: 1H); 13.57 (unresolved peak: 1H). 25 El m/z = 321 M. m/z = 306 [M - CHs]' WO 03/078403 183

EXAMPLE 114 PCT/ER03/00752
224 [294— C4CHeO]"

EXAMPLE 112

N -(7-fluor 0-5-nitr 0-6-mor pholino-1H -indazol-3-y)butanamide

10  The processis performed as in Example 110, starting with 500mg of N (6, 7-difluorc
5-nitro-1H-indazol-3-yl)butanamide, prepared in  Example 106, 10cm® o
dimethylsulphoxide and 0.77cm?® of morpholine, and the mixture is refluxed for
1 hour. The reaction medium is taken up in 75 cm® of ethyl acetate and the organic
phase is washed with 2x75 cm® of water and 50 cm® of saturated sodium chloride

15 solution. The organic phase is separated out after settling of the phases has taken
place, dried over magnesium sulphate, filtered and concentrated to dryness under
reduced pressure to give 1g of a brown solid. The crude product is purified by
chromatography under an argon pressure of 50 kPa, on a column of silica gel (particle
size 1540 um; diameter 3 cm), eluting with a cyclohexane/ethyl acetate mixture

20  (60/40 by volume). The fractions containing the expected product are combined and
evaporated under reduced pressure (2kPa; 50°C) and the residue is taken up in
30cm?® of diethyl ether, filtered off on a sinter funnel and washed with 2x20 cm® of
diethyl ether, and then dried (90 Pa; 50°C) to give 280 mg of N-(7-fluoro-5-nitro-6-
morpholino-1H-indazol-3-yl)butanamide in the form of brown crystals melting at

25 250°C



N-(5-bromo-7-fluoro-6 -mornholino-1H-indazol-3-vl)butanamide A solution of 213 mg of sodium nitrite in
9cm3 of water is ad iSe to a suspension, cooled to 5C, of 900mg of N-(5-amino-
7-f|uoro-6-morpho|ir$|/(\?- m%ol&yl)butanamide, pre%%gred as previously, in%cﬁ:ﬁc@wgzgrzand 0.94
cm3 of 48% hydrobromic acid, and the mixture is stirred at OC. This suspension is added portionwise to
a refluxing solution of 482mg of cuprous bromide, 4.5 cm3 of water and 4.5 cm3 of 48% hydrobromic
acid. Refluxing is continued for 45 minutes and the reaction medium is then filtered through a sinter
funnel, dissolved in ZS cm3 of 10 tetrahydrofuran and purified by chromatography under an argon
pressure of 50 kPa, BHAB AT ST SRR (SERMEX T S840 dalheter i) ek with a
cycI%hexgnelgthyl agﬂtammzwg,(ﬁeligﬂm!Lgne)(r?ﬁhaﬂogetWQﬁwngm%wgﬁééﬁckproguct gref
combined and evaporate er reduc ressur Pa; 5 nd the residue is taken up in 10 cm3 0
ethyl acetate, filtereg@ﬁ g?ﬁzg\z)ﬂﬁ%gjivﬁftﬂ%% 35% gé%&'@tﬁﬁ)aeg:?% "with 20cm3 of diisopropyl
ether. After filtration and drying 90Pa; 45C), 60 mg of N-(5-bromo-7-fluoro-6-morpholino-1H-indazol-3-
yl)butanamide are obtainetihT¥ormMf white crystals melting at 240C. 1H NMR spectrum (300 MHz,
(CD3)2S0-d6, Sin ppm): 0.96 (t, J = 7.5 Hz: 3H); 1.66 (mt: 2H); 2.38 (t, J = 7 Hz: 2H); 3.16 (unresolved
peak: 4H); 3.765unnesoiveédpeakivl 200H); 7.96 (s: 1H); 10.48 (unresolved peak: 1H); 13.20 (unresolved
peak: 1H). El m/z = 384 M". m/z = 314 [M - C4CH60]' EXAMPLE 115 N-[7-fluoro-6 -(trifluoromethvl)
-1H-indazol-3-vllbutgnegias 25 130cm3 of butyryl chloride is added to 2.1 g of
7-fluoro-6-(trifluoromethyl)-1H- indazole - 3-amine, prepared as in patent WO 02/22608, in 20 cm3 of
pyridine, after WO 03/078403 184 PCT/FRO3/00752 cooling to. about 3¢, and the mixture is then left at

room temperature f duced pressure (2 kPa;
200 mg of 3% paladium-on-charcoal and 1g of ammonium formate are added to a

40C) and the

solution of 1.1g of N-(7fluoro-5-nitro1H-indazol-3-yl)butanamide, prepared in
10 Example 112, in 50cm?® of methanol, and the mixture is stirred at room temperature
for 18 hours. The reaction medium is filtered through a sinter funnel packed with
Celite and concentrated to dryness under reduced pressure (2kPa; 50°C), then
purified by chromatography under an argon pressure of 50 kPa, on a column of silica
gel (particle size 1540 pm; diameter 3cm), eluting with a methylene
15 chloride/methanol mixture (97.5/2.5 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2kPa; 50°C)
and the residue is taken up in 20 cm® of ethyl acetate, filtered off on a sinter funnel
and washed with 2x5 cm?® of ethyl acetate and with 10 cm?® of diethyl ether, then dried
(90 Pa; 50°C) to give 306 mg of N-(7-fluoro 5-amino-6-morpholino-1H-indazol-3
20  yDbutanamide in the form of white crystals melting at 180°C.

1H NMR spectrum (300 MHz, (CD3),S0-d6, d in ppm): 0.97 (t, J= 7.5Hz: 3H); 1.67
(mt: 2H); 2.34 (broad t, J = 7Hz: 2H); 3.04 (broad unresolved peak: 4H); 3.77
(unresolved peak: 4H); 4.95 (broad s. 2H); 6.55 (s. 1H); 10.03 (unresolved peak: 1H);
13.57 (unresolved peak: 1H).

25 El miz=321 M*

m/z=306 [M-CH{"



residue is taken up in 50cm3 of ethyl acetate and 20cm3 of water. The organic phase Is washed with
2x20 cm3 of distille en with 20cm3 of satLééa:%ed aqueous 5 SOdIl]gB %@i%ytlon After
drying over magnesium sulphate, filtration and concentration under reduced pressure a; 400C), the
residue obtained is purified by chromatography under an argon pressure of 50kPa, on a column of silica
gel (particle size 40-60 pm; diameter 4 cm), eluting with a cyclohexane/ethyl acetate mixture (60/40 by
volume). The fractions containing the expected product are 10 combined and then evaporated under

reduced pressure (2kPa; 40C); after drying (90 Pa; 40C), 875 mg of
N-[7-fluoro-6- (trifluowﬁ%daml 3- yl)butanamide are obtained in the form of a pink solid melting

at 220-222C. lll NMR spectrum (300 MHz (CD3)ZSO d6 Sin ppm) 0. 98 (t J=7.5Hz: 3H); 1.69 (mt:
2H); 2.42 (t, J = 7 HNLH D ' 3 ge]15 8.5Hz: 1H); 10.59
(unresolved peak: 1H); from 13 50 to 14.20 (broad unresolved peak I H) El m/z =289 M+. m/z =270 [M

- Fl+ m/z = 219 [M -AC46HieR ot zrgﬁwwa.a@rar%s S tiiLe - hddeth drsplseIcamine:
1.14cm3 of hydrazine monohydra ed mo- 2 6- tefrafluoropenzonitrile in
qéjg gli)(ﬁnrg %ﬁ\lbgg ar’g(rfC lu]p c?% orp I'qoib 19PN

40cm3 of absolute e%sgno?o?he m| ure iS réflux ours er are then added
and the reactiorp memqu@aa)bwmamdate@mar@draeawmpyemLﬁerfzrapwaneo@)d 'ﬁt% assidlie is taken

up in 100 cm3 of e%ﬂt‘/@ﬁf‘éﬁé@r&% 1oRmahaiMEals ke FRAL G ROENI BNPRS RiSRAGERIRI pHEgafter settling
of the phases has taken place, dried over magnesium sulphate, filtered WO 03/078403 185

PCT/FR03/00752 aRarHORWESHaR Gefl YnmadLt Al 48R0eRl SHREUR OIS 4BET VAR ing (90 Pa:
40C), 2.1 g of 6-chlcitt4,5 o ifiumes Hidribeane eci aRemMex i o btathe@dor 45 minutes and the

reaction medium is then filtered through a sinter funnel, dissolved in 75cm® of

10 tetrahydrofuran and purified by chromatography under an argon pressure of 50 kPa,
on a column of silica gel (particle size 1540 um; diameter 3cm), eluting with a
cyclohexane/ethyl acetate mixture (80/20 by volume). The fractions containing the
expected product are combined and evaporated under reduced pressure (2kPa; 50°C)
and the residue is taken up in 10cm® of ethyl acetate, filtered off and washed with

15 2x5cm’ of ethyl acetate and with 20 cm?® of diisopropyl ether. After filtration and
drying 90Pa; 45°C), 60 mg of N-(5bromo-7-fluoro-6-morpholino-1H-indazol-3-
yl)butanamide are obtained in the form of white crystals melting at 240°C.

1H NMR spectrum (300 MHz, (CDs)2S0-d6, d in ppm): 0.96 (t, J = 7.5Hz: 3H); 1.66
(mt: 2H); 2.38 (t, J = 7Hz: 2H); 3.16 (unresolved peak: 4H); 3.76 (unresolved peak:
20  4H); 7.96 (s: 1H); 10.48 (unresolved peak: 1H); 13.20 (unresolved peak: 1H).

El mz=384 M"
m/z=314 [M —CsCHeO]™

EXAMPLE 115

N -[ 7-fluor 0-6-(trifluoromethyl) -1H -indazol-3-yl]butanamide

25 1.0cm® of butyryl chloride is added to 2.1g of 7-fluoro-6-(trifluoromethyl)-1H-
indazole - 3-amine, prepared as in patent WO 02/22608, in 20 cm® of pyridine, after



the form of a beige-coloured solid. 1H NMR spectrum (300 MHz, (CD3)2S0-d6, Sin ppm) 5.52 (s: 2H);
from 12.10to 5 12. ?ﬁéqﬁ %isolved peak: 1H). El;m/z = 265 Mt m/z = 2 I z = 186[M -
Br]' N-(6-bromo-4.5 uoro indazol-3-Obutanamide 10 0.82 cm3 of butyryl ch oride’ iSadded to 2.1
g of 6-chloro-4,5,7-trifluoro- 1H-indazole- 3-amine, prepared previously, in 20 cm3 of pyridine, after
cooling to about 3C, and the mixture is then left at room temperature for 76 hours. The reaction medium
is concentrated under reduced pressure (2 kPa; 40C) and the residue is taken up in 100 cm3 of ethyl
acetate, 100cm3 of tetrahydrofuran and 40 cm3 of water. The 15 organic phase is washed with 2x40 cm3

of distilled water an@REMVRRRAY S FNOSERI P S RIEE0 &bt IBHRBFRAELS R RSN it tirying over
magnesium sulphat&hditsation am;dhommmmdedeedmn@(m%@)amheﬁeﬁdue

obtained is purified bé/g%hrom%%eﬂraé) r{ Oe?n ressudn of 50 % 2O, & column Rf silica gel
St i

(particle size 40-60 pm; diameter ng WI cyc exane et\f\wl Lcetate TixUre (80/20 by
volume). The fractiolssneanae i HY2erd @Rp@fcﬁb‘dl |¢$@M@¢,Qf ﬂ&émﬁmﬁb@%@m thlespiciAgbAateEUSNder

reduced pressuge (2fiam 49foki @1esI NI ARR Pary HICHVE: %e@gﬁ&'ﬂ&@ QPR fafalférl gpa-1H-indazol-
3-yl)butanamide is obtained in the for F??fmk solid meltlrl%% 5y 55-257C. 1H NMR spectrum (300 MHz,

(CD3)2S0-d6, Sin pPIEH &P ider7 eluped HFTBé2 555 18 e reriape syrishe
(unresolved peak: 1hi); dhasmaSgoépty LD brpgohupesolyetl fediks, ldi) a\WE/Q7 843 486
PCT/FR03/00752 El(ggna{tz cl e333| zSeI\ﬂb-%z m 2605 al‘r'%tercf' (%—)I6g er%xv'ﬁ I:'al‘cl,iyc oﬁexane/ethyl acetate
mixture (60/40 by volume). The fractions containing the expected product are

10 combined and then evaporated under reduced pressure (2kPa; 40°C); after drying

(0Pa;  40°C), 875mg of N-[7-fluoro-6-(trifluoromethyl)-1H-indazol-3-

yl)butanamide are obtained in the form of a pink solid melting at 220°-222°C.

1H NMR spectrum (300 MHz, (CD3),S0O-d6, d in ppm): 0.98 (t, J = 7.5Hz: 3H); 1.69
(mt: 2H); 2.42 (t, J= 7Hz 2H); 7.31 (dd, J = 8.5 and 6Hz: 1H); 7.82 (broad d, J =

15 8.5Hz: 1H); 10.59 (unresolved peak: 1H); from 13.50 to 14.20 (broad unresolved
peak: 1H).

El m/z = 289 M™
miz=270 [M-F]"
mz=219 [M — C,CHO]"

20 EXAMPLE 116

6-chloro 4.5, 7-trifluoro-1H-indazole -3-amine:

1.14cm’ of hydrazine monohydrate are added to 2.0g of 4-bromo-2,3,5,6
tetrafluorobenzonitrile in 40cm® of absolute ethanol. The mixture is refluxed for
18 hours, 30cm?® of distilled water are then added and the reaction medium is
25  concentrated under reduced pressure (2kPa; 50°C). The residue is taken up in
100 cm?® of ethyl acetate and 10cm® of water, and the organic phase is separated out
after settling of the phases has taken place, dried over magnesium sulp hate, filtered



N-[6-(6-aminouvrid-3-vD-1-[[2-(trimethvisilvl)ethoxvimethvll-IH-indazol-3 5 viibutanamide 0.45 g of

2-amino-5-bromopyridine j d to 1.0g of N-[6-(4,4,3,5- tetramethylI[ 1,3 ,2] di 2-yl) -1-[ [
2-(trimethylsilyl)etho(>}<\$)l/ nﬁg{??;%% indazol3-y|]butanan'1irl'§d§e, prepared in Exarﬁ%)%gggi}%)@?ébm of
dioxane, 142mg of dichloro[1,1'-bis(diphenylphosphino)ferrocene]palladium, dichloromethane [lacuna] 10
and 646 mg of sodium carbonate in 10 cm3 of water are added to the pale yellow solution, and the
mixture is refluxed for 2 hours. The reaction medium is diluted with 50 cm3 of ethyl acetate and 50 cm3
of water, and then filtered through a sinter funnel packed with Cehte. The filtrate is separated by settling
and the aqueous ph3¥h FONGRALRIEH iRt HRER (FREeh 8 Grd te¥rsdtfumm Pore Lo Biiein daridd over
magnesium 15 sulplieteafitere), andganeentuntet)3d-difiness khttekraduacipeesswiatdddRa; 50C). The
crude product obtairtlﬁéj i?éi)%ig%% bé/_c%fllrgp 58 éaphy under an argon pressure of 50 kPa, on a column of
silica gel (particle size jf? pm; dametsr scm , eluting with a cyclohexane/ethyl acetate gradient
mixture (70/30 to 50/50 by volume). The fractions containing the expected product are combined and
evaporated under redtiSB4R AFELEY (BRI £6BY 18R SB?H@{;WZ[ & (@BNABLAYA8-By1)-1-[[2-
(trimethylsilyl)ethoxyipmet pibatHirnrdaz el gaddoutpnamide difluoroacetate in the form of a solid melting at
138C 1H NMR spectrum (300 MHz, (CD3)2S0-d6, S in ppm): -0.09 (s: 9H); 0.83 (t, J = 8 Hz: 2H); 0.97
(t, 3 =7.5 Hz: 3H); 167 (M} 2H)se8:39 (g J = 7Hz: 2H); 3.55 (t, J = 25 8 Hz: 2H); 5.70 (s: 2H); 6.12 (s: 2H);
6.57 (d, J = 9Hz: 1H); 7.37 (dd, J = 8.5 and 1.5Hz: 1H); from 7.80 to 7.90 (mt: 3H); 8.37 (d, J=2Hz: 1H);
10.43 (unresolved peak: | H). WO 03/078403 187 PCT/FR03/00752 El m/z = 425 M+. m/z = 308 [M -
OCH2CH2Si(CH3)3¥2m~22 201 Fghi2osif+

mz=18 [M-Br]"

N -(6-bromo-4,5.7 -trifluoro -1H-indazol-3-y\butanamide

10  0.82cm? of butyryl chloride is added to 2.1 g of 6-chloro-4,5,7-trifluoro-1H-indazole-
3-amine, prepared previously, in 20 cm® of pyridine, after cooling to about 3°C, and
the mixture is then left at room temperature for 76 hours. The reaction medium is
concentrated under reduced pressure (2 kPa; 40°C) and the residue is taken up in
100 cm® of ethyl acetate, 100cm® of tetrahydrofuran and 40 cm® of water. The

15  organic phase is washed with 2x40cm® of distilled water and then with 40 cm® of
saturated aqueous sodium chloride solution. After drying over magnesium sulphate,
filtration and concentration under reduced pressure (2kPa; 40°C), the residue
obtained is purified by chromatography under an argon pressure of 50kPa, on a
column of glica gel (particle sze 40-60 pm; diameter 4cm), eluting with a

20 cyclohexanelethyl acetate mixture (80/20 by volume). The fractions containing the
expected product are combined and then evaporated under reduced pressure (2 kPg;
40°C); after drying (90 Pa; 40°C), 0.53g of N-(6-bromo-4,5,7-trifluoro-1H-indazol -
3-yl)butanamide is obtained in the form of a pink solid melting at 255°-257°C.

1H NMR spectrum (300 MHz, (CD5),SO-d6, d in ppm): 0.97 (t, J = 7.5Hz: 3H); 1.66
25 (mt: 2H); 2.36 (t, J = 7Hz: 2H); 10.26 (unresolved peak: 1H); from 13.50 to 14.40
(broad unresolved peak: 1H).



N-[6-(6-aminouvrid-3-vl)-1H-indazol-3-vllbutanamide difluoroacetate 5 3.8cma3 of tetrabutylamonium
fluoride as a 1M solutjan,.| rahydrofuran are added .8 gof
N-[6-(6-aminopyrid-g\-)%npgﬁtgé@r?methylsiIyl)ethoxy]meti%/ -1H- indazol3-y|]bu|?z§nTa{r'§1|i? g,/op())r7e5&ared
previously, in 13 cm3 of tetrahydrofuran, and the mixture is refluxed for 6hours, followed by addition of
50cm3 of ethyl acetate and 25 cm3 of saturated sodium hydrogen carbonate solution. The organic phase
is 10 separated out after settling of the phases has taken place, washed with 25 cm3 of water, dried over
magnesium sulphate, filtered and concentrated to dryness under reduced pressure. The crude product is
purified by HPLC (XEl}errarB@ﬁ‘rﬁﬁ?Clé\,"Sm; length 50 mm, diameter 21 mm, eluent: acetonitrile/water
gradient (5/95 to 95/5 by volume) containing 0.05% trifluoroacetic acid; flow rate 20 cm3/min). After 15
concentrating the frabtion2@ontaiMngGifeHesdiected product, a solid is obtained, which is taken up in
10cm3 of diisopropyl ether and 2cm3 of acetonitrile, filtered off, washed with 5cm3 of diisopropyl ether
and dried (90Pa; 45€x mnapeel ;g of N- [6-(6-amino-pyrid-3-yl)-1H-indazol-3-yl]butanamide
difluoroacetate in the form of white crystals melting at 230-235C. 20 1H NMR spectrum (300 MHz,
(CD3)250-d6, Sin PRy B.9% (1o 7054121 3H3) A
1H); 7.33 (dd, J = 8.5 and I.5HZ: e : ;7. : .90 (d, J = 8.5Hz:
1H); 8.31 (dd, = 9.¥lRyianampide 1 H); 8.36 (d, J = 1.5Hz: 1H); 10.37 (broad s: 1H); 12.79 (unresolved
peak: 1H). 25 El m/z = 295 M+. m/z = 225 [M - C4ACH60]+' WO 03/078403 188 m/z = 43 [C3HT7]
EXAMPLE 118 2-chiotd gN-¢6, 7 ZHfunecsiirbinelyz ol vljacerddritie P CT/FROSIO0NHB-(4,4,5,5

tetramethyl[1,3,2] dioxaborolan-2-yl) - 1-[ [ 2-(trimethylsilyl)ethoxy] methyl]-1H-
indazol 3-yl]butanamide, prepared in Example 56, in 50cm? of dioxane, 142mg of

dichloro[1,1" - bis(diphenylphosphino)ferrocene]palladium, dichloromethane [lacuna)

10 and 646 mg of sodium carbonate in 10 cm® of water are added to the pale yellow
solution, and the mixture is refluxed for 2hours. The reaction medium is diluted with
50cm® of ethyl acetate and 50 cm?® of water, and then filtered through a sinter funnel
packed with Celite. The filtrate is separated by settling and the agueous phase is
washed with 2x50 cm® of saturated sodium chloride solution, dried over magnesium

15 sulphate, filtered and concentrated to dryness under reduced pressure (2 kPa; 50°C).
The crude product obtained is purified by chromatography under an argon pressure of
50 kPa, on a column of silica gel (particle size 40-60 pm; diameter 3cm), eluting
with a cyclohexane/ethyl acetate gradient mixture (70/30 to 50/50 by volume). The
fractions containing the expected product are combined and evaporated under reduced

20 pressure (2kPa; 50°C) to give 0.53mg of N-[ 6(6-amino-pyrid-3-yl)-1{[2
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide  difluoroacetate in the
form of a solid melting at 138°C

1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): -0.09 (s: 9H); 0.83 (t, J =
8Hz: 2H); 0.97 (t, J= 7.5Hz: 3H); 1.67 (mt: 2H); 2.39 (t, J = 7Hz: 2H); 3.55 (t, J=

25 8Hz 2H); 5.70 (s. 2H); 6.12 (s 2H); 6.57 (d, J = 9Hz: 1H); 7.37 (dd, J = 8.5 and
1.5Hz: 1H); from 7.80 to 7.90 (mt: 3H); 8.37 (d, J= 2Hz: 1H); 10.43 (unresolved
peak: 1H).



5.0 g of chloracetic anhydride are added to 5 g of 6,7-difluoro- 1H-indazole -3-amine, 5 prepared in
Example 40, in 300 Eﬁ e, and the mixture is pe[gyxed for 18 hours. TB&.P &rmed is
concentrated to dryness under reduced pressure (2 kPa; 50C), and the residue |s en puritied by
chromatography under an argon pressure of 50kPa, on a column of silica gel (particle size 40-60 pm;
diameter 4.5cm), eluting with a dichloromethane/methanol mixture (98/2 by volume). The 10 fractions
containing the expected product are combined and evaporated under reduced pressure (2 kPa; 50C) and
then dried (90Pa; 45C) to glve 8. 559 of 2-chloro-N-(6,7- difluoro- 1H-indazol-3-yl)acetamide in the form of
a creamcoloured c:r;@tallrn@1 Faded1H IM\/IR spectrum (400 MHz, (CD3)2S0-d6, at a temperature of 353
K, S in ppm): 4.37 (s: 2H); 7.11 (ddd, J =8.5- 7.5 and 5 Hz: 1H); 7.67 (broad dd, J = 7.5 and 3 Hz: 15
1H); 10.65 (broad s:M/AY 30830 (IMreSEWREPAEHH). EIl m/z = 245 M'. m/z = 169 [M - C2HOC1] m/z =
140 [169- HN2]' N-(6,7 difluoro -1H-indazol-3-vD-1-uiueridineacetamide 20 The process is performed as
in Example 75, startifg witB.5 g\i2cilesody(6,7- difluoro-IH-indazol-3-yl)acetamide, 200cm3 of
acetonitrile and 8.8cm3 of piperidine. The reaction medium is refluxed for 1 hour, the precipitate formed
's then filtered off o, gesiatarfiapaliand e Gstal ps KRR IDSARER3LeHY! acetate and
100cm3 [lacuna]. The organic phase IS separated out after se mgj_’r'ﬂﬁm’s has taken place,
dried over magnesium, sulp Ite ed and ¢ ncentrate% ness duced pre (2kPa;
50C). The crud% pré%%c{ns%%rl (H'%)?WB%% ﬁg ccfhrﬁj)ma gmaaZdJ under an
argon pressure of 500kP&,8m a@olu%fﬁdﬁalmaogﬁll(b&lﬂélé[[s&@r WQ%'W)@IQ&XEI&}GGM]M eluting with
ethyl acetate. The fragliggss CTB%‘H%' t tlﬁrﬁ%ngm%gr@grm@;&q”énder

reduced pressure (2 kPa; 5 the residue Is recrrstallrzed from a mixtureof 50cm3 of cyclohexane and
mixture is refluxed for 6hours, followed by addition of 50cm?® o ethyl acetate and

25cm® of saturated sodium hydrogen carbonate solution. The organic phase is

10  separated out after settling of the phases has taken place, washed with 25 cm® of
water, dried over magnesium sulphate, filtered and concentrated to dryness under
reduced pressure. The crude product is purified by HPLC (X Terracolumn; Cig, Sum;
length 50 mm, diameter 21 mm, eluent: acetonitrile/water gradient (5/95 to 95/5 by
volume) containing 0.05% trifluoroacetic acid; flow rate 20 cm¥min). After

15 concentrating the fractions containing the expected product, a solid is obtained, which
is taken up in 10 cm® of diisopropyl ether and 2cm® of acetonitrile, filtered off,
washed with 5cm® of diisopropyl ether and dried (90Pa; 45°C) to give 18 mg of N-
[6-(6-amino-pyrid-3-yl)-1H-indazol - 3-yl]butanamide difluoroacetate in the form of
white crystals melting at 230-235°C.

20 1H NMR spectrum (300 MHz, (CD3),SO-d6, d in ppm): 0.99 (t, J = 7.5Hz: 3H); 1.69
(mt: 2H); 2.40 (t, J = 7Hz: 2H); 7.05 (d, J = 9.5Hz 1H); 7.33 (dd, J = 85 and
1.5Hz: 1H); 7.65 (broad s. 1H); 7.79 (unresolved peak: 2H); 7.90 (d, J= 8.5Hz: 1H);
8.31 (dd, J= 9.5 and 1.5Hz: 1H); 8.36 (d, J = 1.5Hz: 1H); 10.37 (broad s. 1H); 12.79
(unresolved peak: 1H).

25 El mz=295 M"

mz=225 [M - C,CH]"



5 16cm3 of ethyl acetate, filtered off and dried (90Pa; 45C) to give 3.2g of N-(6,7-

difluoro-1H-indazol- -@é—%&%ineacetamide in the f of white crystals n;gér, 3 §%III NMR
spectrum (300 MHz?Y 5 -d6, S in ppm): 1.42 (mt: 2ZH); 1.59 (mt: 4H); 2. ?n%% .19 (s: 2H);
7.13 (ddd, J = 10.5 - 9 and 7Hz: 1H); 7.66 (broad 10 dd, J = 9 and 4.5Hz: 1H); 10.14 (unresolved peak:
1H); 13.42 (unresolved peak: 1H). DCI m/z = 295 [M+H]' The pharmaceutical compositions according to
the invention consist of a compound 15 of formula (1) or a salt of such a compound, in pure form or in the
form of a composition in which it is combined with any other pharmaceutically compatible product, which
may be inert or phyéﬂﬂo‘_gl‘&lly attidd7IThe medicinal products according to the invention may be used
orally, parenterally, rectally or topically. 20 Solid compositions for oral administration that may be used
include tablets, pills EXGWHRIrE (H&atin capsules or cachets) or granules. In these compositions, the active
principle according to the invention is mixed with one or more inert diluents, such as starch, cellulose,

sucrose, lactose or 3ligRerdNRNeEa Shraabof lUgeRzd e s8a&@amRasitions may also comprise substances
other than diluents, for example one or 25 more lubricants such as magnesium stearate or talc, a

colorant, a coating @SQLﬁ%Iéﬁé@é\’c%ﬁﬂi%?é%h@é«ﬁtéf@&i%hGHGHIG&BV’.‘I}FP%H&(BI%-@%[%,

administration that may be used include h_armaceu;icallg/%lacceptable solutions, suspensions, emulsions,

syrups and elixifs 3CEBRAENAEEREPGIARNE SOFEs Fateuenth 081 Uty CbrBIreolariEdiedr Ruid paraffin.
WO 03/078403 190 Bhblir-RABOLrEbiditehe s roanipaditicins eyt C onpeiseustiésiences ptesuthan diluents,
for example wetting nts, . sweeteners, thickeners, flavarings or,stabilizers, The sterile compositions for
parenteral administrg%%%gy r‘e%ﬁ%?yrgsedgj&d%etoh%q é)rurgt'ﬁ%gr%qcuher%ras %%ﬁ%%nur,@%s%neﬁr&%?ls or
emulsions. Solventspoessarieicie StHdiamaly becolsath intlsticangdepatinhyiene §6/60Ia;pdigettsiene glycol,

plant oils, in particulars cm), eluting with a dichloromethane/methanol mixture (98/2 by volume). The

10 fractions containing the expected product are combined and evaporated under reduced
pressure (2 kPa; 50°C) and then dried (90Pa; 45°C) to give 8.5g of 2chloro-N-(6,7-
difluoro 1H-indazol- 3-yl)acetamide in the form of a creamcoloured crystalline mass.

1H NMR spectrum (400 MHz, (CD2),S0-d6, at a temperature of 353 K, d in ppm):
4.37 (s. 2H); 7.11 (ddd, J= 8.5 — 7.5 and 5Hz: 1H); 7.67 (broad dd, J= 7.5 and 3Hz:
15 1H); 10.65 (broad s. 1H); 13.30 (unresolved peak: 1H).

El miz=245 M*©
miz=169 [M — C,HOCI]*
m/z=140 [169— HNg"

N-(6.7 -difluoro -1H-indazol-3-yl)-1-piperidineacetamide

20 The process is performed as in Example 75, starting with 8.5 g of 2chloro-N-(6,7-
difluoroc IH-indazol-3-yl)acetamide, 200cm® of acetonitrile and 8.8cm® of
piperidine. The reaction medium is refluxed for 1 hour, the precipitate formed is then
filtered off on a sinter funnel and the crystals are taken up in 200cm?® of ethyl acetate
and 100cm® [lacuna]. The organic phase is separated out after settling of the phases

25 has taken place, dried over magnesium sulphate, filtered and concentrated to dryness
under reduced pressure (2kPa; 50°C). The crude product is purified by



olive oil, injectable organic esters, for example ethyl oleate, or other suitable organic solvents. These

compositions may %%2& juvants, in particular ﬁ/@ting agents, tonicit}séﬁ; ifiers,
dispersants and stabilizers.” Sterilization may be 10 performed in several ways, for example by aseptic

filtration, by incorporating sterilizing agents into the composition, by irradiation or by heating. They may
also be prepared in the form of sterile solid compositions that may be dissolved at the time of use in
sterile water or any other injectable sterile medium. 15 The compositions for rectal administration are
suppositories or rectal capsules that contain, besides the active product, excipients such as cocoa butter,
semisynthetic glyceRtiRB BRI GHoonIBrerpEe S P 6ERIGHLeR I Gl i AfstPatisttmay be, for
example, creams, |odizagd0 &0 |@yiediapsendBith)asiits) withadthybasatea®resodstidsesulijéat of the
invention is the aminﬁ)(iandazole corréwdou%tunds of fgr%éngnél) and t e uﬁc,éaerthereof and thef@: 4 1aceutically

acceptable salts thetreo, oerci e%reparg{%ﬁoo Ip armacé\elgﬁ% corlprosirf?gH%eﬁwaerfe\%élae venting and

treating diseases tha0tRdy D6 resdlefisreaisabizernienaiviicofipaBesmicud ohsxanaadle, those
involved in neusodeggnarajivergiserags. MtehaieRdlifrrseoParkinsons iveass, brnieparietal

dementia, corticobasal degeneration, Pick's disease, strokes, cranial and spinal traumas and peripheral
neuropathies, obesifll!HRsExb1 Bl Teeiidinsaestadi de i tha i My eMaissoraenerdderotic

cardiovascular diseasesgjmolycystic ovary 30 syndrome, syndrome X, immunodeficiency and cancer. WO
03/078403 191 PCT/FR03/00752 Examples of abnormal kinase activity that may be mentioned include

that of PI3K, AKT, QﬁKﬁp@{asp%m @6@ Iy HE”{@B&@@% Hﬁﬁ] Cﬂb’fﬂ??ﬂﬁ@?rﬁ}?%—fﬂiﬂ%@(m@ invention

are particularly useful 5 for treating and/or preventing neurodegenerative diseases, Alzheimer's disease,
Parkinson's disease?fhb e &fEt4 diedidnga2ddriidstisedl degéheraficiipickslidlsd£8a(bspaskes, cranial
and spinal traurpas aad peyighess meunapathiesPResited peak: 1H); 13.42 (unresolved pesk: 1H).

DCI m/z=295 [M+H]"

The pharmaceutical compositions according to the invention consist of a compound
15 of formula () or a sdt of such a compound, in pure form or in the form of a
composition in which it is combined with any other pharmaceutically compatible
product, which may be inert or physiologicaly active. The medicinal products
according to the invention may be used orally, parenteraly, rectally or topically.

20 Solid compositions for oral administration that may be used include tablets, pills,
powders (gelatin capsules or cachets) or granules. In these compositions, the active
principle according to the invention is mixed with one or more inert diluents, such as
starch, cellulose, sucrose, lactose or silica, under a stream of argon. These
compositions may also comprise substances other than diluents, for example one or

25 more lubricants such as magnesium stearate or talc, a colorant, a coating agent (for
sugar coated tablets) or a varnish.

Liguid compositions for ora administration that may be used include
pharmaceutically acceptable solutions, suspensions, emulsions, syrups and elixirs

30 containing inert diluents such as water, ethanol, glycerol, plant oils or liquid paraffin.



metabolic diseases, type Il diabetes, essential hypertension, atherosclerotic cardiovascular diseases,
polycystic ovary sy ndrome X, immunodeficiency 10 and cancer. T, d on the
desired effect, the g\ﬂgﬁ%%mc?%iﬁ?é treatment and the a nglﬁnistration route usec:lﬁﬁﬂe%/ﬁg%ﬂgsg%rally
between 5mg and 1000 mg per day orally for an adult, with unit doses ranging from 1 mg to 250 mg of
active substance. 15 In general, the doctor will determine the appropriate dosage depending on the age
and weight and all the other personal factors of the individual to be treated. The examples that follow
illustrate compositions according to the invention: 20 EXAMPLE A Gel capsules containing a 50mg dose
of active product and 8§ TREHID JeRHoROHRIGR SHESHSaratelcladifg U the s ABRBnique: -
Compound of formuleetiing .agents,.sveetengs; thiekenaseflavorings or. stabilizers. ......ooovvvvve i
18 MQ - LACIOSE ... 55 mg - Colloidal silica

................................ The sterileigpmppsitrpasdfor. parenteral . administration may, preferably, be agqueous or...... 10 mg -

Magnesium stearate,ongeueous solutions; - suspensions: or-emuisiohs NSNER OB A/S10& 182 Fi\MPLE B
PCT/FR03/00752 Tablets containing a 50 mg dose of active product and having the composition below
are prepared accord iy tOTEE L (AR A% BONEIH FaRalySPlant alls, Ingpaieulan 4ctose

................................ olive oil,.injectable.organic. esters, fol @damg e-efbgllvlese, or other suitable organic

""""""""""""""""""" stsr\'fe'nté:'W@éé'bﬁrﬁpﬁs‘itiﬁh‘sﬁ"@é‘&%s@ SO0 nts, in particular wetting

agents, tonicity agents, emulsifiers, dispersants and stabilizers. Sterilization may be
10 performed in several ways, for example by aseptic filtration, by incorporating
sterilizing agents into the composition, by irradiation or by heating. They may also be
prepared in the form of sterile solid compositions that may be dissolved at the time of

use in sterile water or any other injectable sterile medium.

15 The compositions for rectal administration are suppositories or rectal capsules that
contain, besides the active product, excipients such as cocoa butter, semisynthetic
glycerides or polyethylene glycols.

The compositions for topical administration may be, for example, creams, lotions,

20  eyedrops, mouthwashes, nasal drops or aerosols.

One subject of the invention is the aminoindazole compounds of formula (1), and the
use thereof, and the pharmaceutically acceptable salts thereof, for the preparation of
pharmaceutical compositions intended for preventing ard treating diseases that may
25  result from an abnormal activity of kinases, such as, for example, those involved in
neurodegenerative diseases, Alzheimer’s disease, Parkinson’s disease, frontoparietal
dementia, corticobasal degeneration, Pick’s disease, strokes, cranial and spinal
traumas and peripheral neuropathies, obesity, metabolic diseases, type |l diabetes,
essential  hypertension, atherosclerotic cardiovascular diseases, polycystic ovary

30 syndrome, syndrome X, immunodeficiency and cancer.



- Sodium carboxymethyl starch ..............cccccoiiiiiiiii 22 mg - Talc

............................... WO DB/O78A03 7w ?[8 mg - Magnesium 53%03/00752
............................................................. 2 Mg - ColloIdalSINICA .....ceevveeiiiiiiiiiiiieie s eeeeeaes s reaes st eeaeeaaaas

2 mg - Mixture of hydroxymethylcellulose, glycerol and titanium oxide (72/3.5/24.5) gs 1 finished
film-coated tablet weighing 245 mg 5 EXAMPLE C An injectable solution containing 10 mg of active
product and having the composition below is prepared: - Compound of formula (1) ............... 10 mg -
BENZOIC ACIA ...eeiiiiiie e 80 mg - Benzyl alcohol

................................ Examples of abnormal kinage@stinins B &R Zpgitoned include that of PI3K,
............................... AKT., GSK 3beta,.CDKs,. €80 mg - 95% ethanol

................................ In_human therapy,.the .C.om@tmd& apeareing. to the. invention are pgdiaial v 0Sehée present
invention also rglate@,totpg&,W@%ﬁo&mngng&%@gﬂ,@%% mwhg;ﬁg@ommtlon of the
fo

Tau protein is involved, by administerin compound 0 nd Eharmaceutlca acceptable

salts thereof. WO 03/ HEE0A § giseegen AtoPeEsiah hKich

disease, strokes, crania and spinal traumas and perlpheral neuropathies, obesity,
metabolic diseases, type Il diabetes, essentiad hypertension, atherosclerotic
cardiovascular diseases, polycystic ovary syndrome, syndrome X, immunodeficiency

10 and cancer.

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

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

15
In general, the doctor will determine the appropriate dosage depending on the age and
weight and al the other personal factors of the individua to be treated.
The examples that follow illustrate compositions according to the invention:

20 EXAMPLE A

Gel capsules containing a 50mg dose of active product and having the composition

below are prepared according to the usual technique:

- Compound of formula(l)............... 50 mg
= CEIUIOSE ...t 18 mg
= LBCIOSE...ci e ———— 55 mg
- Colloidal SHICA....ccuiiiieieeee e 1mg
- Sodium carboxymethyl starch.........cccocevveiiieniiiceineeee 10 mg
= TAC e 10 mg



5 Ris either O, S or NH R3 PCT/FR03/00752 R3 is a (16C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl,
heteroaryl(l-6C)aIk)(}\,/ @r&#&% gerqar){l fused to a cyclggikyl (1-.10C), heterq(a(éﬁlzﬁﬁ}b%%ﬁ, adamantyl,
polycycloalkyls, alkenyl, allymylradical; these radicals béing optionally substituted” with 6né or more
substituents chosen from halogen, CN, NO2, NH2, OH, ORB, 10 COOH, C(O)ORS, -O-C(O)R8, NR8R9,
NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, 502R8, NHSO2R8, S02NR8R9, C(S)NR8R9, NHC(S)RS,
-0-50288, S02-0O-R8, aryl, heteroaryl, for myl, trifluoromethyl, trifluoromethylsulphanyl and
trifluoromethoxy; R4, R5, R6 and R7 are chosen, independently of each other, from the following 15
radicals: hydrogen, EX84HAER) NO2, NH2, OH, COOH, C(O)ORS, -O-C(O)R8, NR8R9, NHC(O)RS,
C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8, 502R8, NHSO2R8, SO2NR8R9, -O-502R8,
-502-0-R8, trifluoro , trifluoromethoxy, ,(1-6 kyl, (16C)alkoxy,.aryl, aryl(1-6C)alkyl, heteroaryl,
etoroary(b-6C kR D & RS E oAt GIRSOR, Zan g S R B thece racicals
20 being optionally sidpBiRRAd aaearding or thearidupsimgeats chosen from halogen, CN, NO2, NH2, OH,
OR10, COOH, C(O)ORDbQ, &@j@}ﬁl@,ﬂ@wﬁﬁé}gl;,_.N_Ij_(._:(O)RbO, C(O)NR1OR11, NdG{$)RDO,
C(S)NR10R11, SRbO, S(O)RbO, SO2Rf0, NHSO2R10, WO 03/078403 194 PCT/FR03/00752
S02NR10R11,-O-SO2R10, L@été’%:RiO;-a-ryl;-hete-roaryi-,"formyi','triﬂuoromethyl and Jcﬁfhﬁ"&fiomethoxy; RS,
R9, R10, RI1 are, independetdlyiloteach.other,.a.hydrogen,.(1-:6C)alkyl,.aryl....alkenyl, Z0kedqy! or
heteroaryl, themselves op_tiolﬁ&w&sgéar%ng substituted with one or 5 more substituents ch en from halogen,
(1-6C)alkyl, (1-6C)alkoxy, CN, ,?\I'HZ',"'OH',"C'C)'OH',"COOE’\TF(‘S/’I;"C'O'NHZ',"f'c')rmyI, tri uorgmethyl and
trifluoromethoxy:; to the raceffid WAhaAREXYBISHMIGHAIEHS,- diastereoisomers-and mixture@3tiegeof, the

= TAC 10 mg
- MagnNeSIUM STEAMALE ........cooveeeeeieie e 2mg
- Colloidal SIHICA.....coveeireirierere e 2mg

- Mixture of hydroxymethylcellulose, glycerol and titanium
oxide (72/3.5/24.5) gs 1 finished film-coated tablet
weighing 245 mg

5 EXAMPLEC

An injectable solution containing 10 mg of active product and having the composition
below is prepared:

- Compound of formula(l) ............... 10 mg
- BENZOIC @CId......ooiiiiiiriieeeee e 80 mg
- Benzyl alConOl........ccooiiiiiii e 0.06 ml
- Sodium Denzoate...........ccovereiiniee 80 mg
- 95% €thanol .........ccoooeiiiiiee e 0.4 ml
- Sodium hydroXide........c.ccoveereneeenine s 24 mg
- Propylene glyCol ... 1.6 ml
- Water .. as 4ml

10 The present invention also relates to the method for preventing and treating diseases
in which phosphorylation of the Tau protein is involved, by administering a

compound of formula (1) and pharmaceutically acceptable salts thereof.



tautomers thereof and the pharmaceutically acceptable salts thereof . 2. Compounds of formula (I) R5 R6
10 in which R is eit R7 R3is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, Jﬂo
heteroaryl(l-6C)aIkWC29§£ yI, alkenyl or alkynyl rad)illc?a% these radicals beilr%eéﬁpgt%)%n% y7gabstituted
with 15 one or more substituents chosen from halogen, CN, NO2, NH2, OH, OR8, COOH, C(O)ORS,
-O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8RY9, SRS, S(O)R8, S02R8, NHSO2R8, SO2NR8R9,
C(S)NR8RY9, NHC(S)R8, -O-SO2RS8, -S0O2-0-R8, aryl, heteroaryl, formyl, trifluoromethyl,
trifluoromethylsulphanyl and trifluoromethoxy; R4 and R7 are hydrogen; 20 RS and R6 are chosen,
independently of each other, from the following radicglls'.é‘lﬁﬂ/%rogen, halogen, CN, NO2, NH2, OH, COOH,
C(O)ORS, -O-C(O)R8, NR8R9, WO 03/078403 195 PCT/FR03/00752 NHC(O)R8, C(O)NR8RY9,
NHC(S)R8, C(S)NR8R9, SRers(miRS fgo»iE]) NHSO2R8, SO2NR8RY, -O-SO2RS8, -S02-0-R8,
trifluoromethyl, trifluoromethoxy, (1-6C)alkyl, (16C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryl,
heteroaryl(1-6C)alkyl, cycloalkyl, heterocycle, alkenyl, alkynyl, gdamantyl, polycycloalkyl; these radicals 5
being optionally substituted with one or more substigjents o n from halogen, CN, NO2, NH2, OH,
OR10, COOH, C(O)OR10, -0-C(O)R10, NR10R11, NHC(Q)R10,,6(O)NR10R11, NHC(S)R10,
C(S)NR10R11, SR10, S(O)R10, SO2R10, NH RS Q2NR10R11, -O-SO2R10, -SO2-0-R10, aryl,
heteroaryl, formyl, trifluoromethyl and trifluorome
other, a hydrogen, (1-6C)alkyl, aryl, R6

H U

inwhich
5 Risether O, Sor NH

R3 is a (£6C)akyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl, aryl or
heteroaryl fused to a cycloakyl (:10C), heterocycle, cycloakyl, adamantyl,
polycycloakyls, alkenyl, akynyl radical; these radicals being optionally substituted
with one or more substituents chosen from halogen, CN, NO, NH,, OH, ORS,
10 COOH, C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)RS8,
SO2R8, NHSO2R8, SO:NR8R9, C(S)NR8R9, NHC(S)R8, -O-SO2R8, -SO2-0-R8,
ayl, heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and

trifluoromethoxy;

R4, R5, R6 and R7 are chosen, independently of each other, from the following
15 radicals: hydrogen, halogen, CN, NO2 NH2z, OH, COOH, C(O)ORS8, -O-C(O)RS,
NR8R9, NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8R9, SR8, S(O)R8, SORS,
NHSO,R8, SO,NR8RY9, -O-SO,R8, -S0O,-O-R8, trifluoromethyl, trifluoromethoxy,
(1-6C)alkyl, (:6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,
heterocycle, cycloalkyl, akenyl, alkynyl, adamantyl, polycycloakyls; these radicals
20  being optionally substituted with one 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, SO2R10, NHSO2R10,



alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or more substituents
chosen from haloge é%%}@iﬁ}é (.1-6C)alkoxy, QN, N , NH2, QH, COOI—_|F> QB&MBOC}%NHZ, fprmyl,
trifluoromethyl and tritlioromethoxy; to the racemic mixtures, enantiomers, diastereoisomers and mixtures
thereof, the 15 tautomers thereof and the pharmaceutically acceptable salts thereof, for the preparation
of a medicinal product. 3. Compounds of formula (I) R5 R6 R7 in which 20 R is O R4 and R7 are H WO
03/078403 196 PCT/FR03/00752 R3 is a (1-6C)alkyl, aryl, aryl(1-6C)alkyl, heteroaryl,
heteroaryl(1-6C)alkyl, heterocycle, cycloalkyl or alkenyl radical; these radicals being optionally
substituted with oneBe oSt §Qsh§9é‘r@fﬁﬂdf Aol Q@NLW}"NWEP@W‘%P@?”@OOH,
C(O)ORS, -O-C(O)R#fIhtir#REhd¥yIC(O)R8, C(O)NRBR9Y, SR8, S(O)R8, 5 S02R8, NHSO2RS,
SO2NR8R9, C(S)NR8R9, NHC(S)RS8, -O-SO2R8, SO2-0-R8, aryl, heteroaryl, formyl, trifluoromethyl,

trifluoromethylsulphaay! ifl tn@% R SEn, | I e other, from
the following radical@hﬁr?&%hﬁ?a@t%gén, CN, Nozgdﬁﬁgaaéeﬁﬁ%?bgwwg(%%%gg@g I(Og)rgih& NRSRY,

10 NHC(O)R8, C(ONi&dtk l‘l(gr)ﬁ%%@NﬁW@SPWNQ%%“NW%M%zNR8R9,
trifluoromethyl, Biflupiometbakyefls Choskyof HaorKkaLERNkyArYIEBEETatsyl, baterm@ryNH,,

heteroaryl(1-6C)allcy, h y, Io@ﬂ%, algew; hese radicals being optionally substituted with
one or more substitéé’e_lr’lt%tsc@c_)?steasrg9 %?rgycha ogel_'nz,’ , l'c&@ﬁk?ﬁ??‘?%%‘%&'g“ 8'8@,0&0)OR10,
to the racemic mixtures, enantiomers, diastereoisomers and mixtures thereof, the

tautomers thereof and the pharmaceutically acceptable salts thereof .

2. Compounds of formula (1)
R
H
R4 NJ(
R5 R3
N
N
N/
RO H 0
10 R7
inwhich

Riseither O, Sor NH

R3 is a (1-6C)akyl, aryl, aryl(1-6C)alkyl, heteroaryl, heteroaryl(1-6C)alkyl,
cycloakyl, akenyl or alkynyl radical; these radicals being optionally substituted with
15 one or more substituents chosen from halogen, CN, NO, NH2, OH, OR8, COOH,
C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, SOJRS8,
NHSO,R8, SO,NR8R9, C(S)NR8R9, NHC(S)R8, -O-SO,R8, -S0,-O-R8, aryl,
heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy;

R4 and R7 are hydrogen;

20 R5 and R6 are chosen, independently of each other, from the following radicas:
hydrogen, halogen, CN, NO,, NH,, OH, COOH, C(O)OR8, -O-C(O)R8, NR8R9,



15 -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10, C(S)NR10R11, SR10, S(O)R10,

SO2R10, NHSO2R R11, -O-SO2R10, -SQ2-0O-RIO, aryl, heter r fg ifluoromethyl
W@?@% q 7 %ﬂ/é%d? -ggﬁallcyl, aryl,

and trifluoromethoxy; 0, RI | are, independently of each other, a hydrog

alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or 20 more substituents
chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO2, NH2, OH, COOH, COOalkyl, CONH2, formyl,
trifluoromethyl and trifluoromethoxy; to the racemic mixtures, enantiomers, diastereoisomers and mixtures

thereof, the tautom ers thereof and the pharmaceutically acceptable salts thereof, for the preparation of
a medicinal product.%qpﬁﬁnp%mpgﬁ%mmw)% (ﬁ(@m’lﬁa% RERTn whiereR is either 0,
S or NH PCT/FRO3/QBIZ5 2R SCaNREH0)alkyb@uns, asi:labRialkifl ubetertany | iriftiercaickab C)alkyl, aryl
or 5 heteroaryl fused t lo -10C), hetero cloalkyl, adamantyl yeycloalkyls, alkenyl,
alkynyl radical; thesg r§§8§@ bgirl%é%g[plﬁ%wwl?/rgu basrﬁg%cé%)%i/h’ c?}le obrar %rgeé%)é%rt%%lﬁé? E('_:ﬂ%ten from
halogen, CN, NO2, Ri4paiy, mEescieoakenyd thire/| -claiaiRs NRSROACHEIRBICHE)NRSRY,

SR8, S(O)R8, B0ZRgl Bians s MEBRh GhSINRER DittdRIRAosiA R Rfoggl) Z2-R8, 10 aryl,
heteroaryl, formyl, trlfluorome%, trifluoromethylsulphanyl and trlfluorometh%?&;) R4 R6 and R7 are

I 5
chosen, independeHﬂ?@an&'ﬁ% h%%ﬁ%oﬁ@ﬂ&l%dgﬁéo@moblﬁp MC@RF&DZ NH2,
OH, COOH, C(O)ORBOyRRARIRENMNEBFRAONEIS) (R RR1T,(SHIRSRIRIGI S(RHIS8, WHEHOIRERI, SR8,
S(O)R8, S02R8, SO,NR10R11, -O-SO,R10, -SO,-0O-R10, aryl, heteroaryl, formyl, trifluoromethyl and

trifluoromethoxy;

10 R8, R9, R10, R11 are, independently of each other, a hydrogen, (26C)akyl, aryl,
alkenyl, akynyl or heteroaryl, themselves being optionally substituted with one or
more substituents chosen from haogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NHa,
OH, COOH, COOakyl, CONH, formyl, trifluoromethyl and trifluoromethoxy;

to the racemic mixtures, enantiomers, diasterecisomers and mixtures thereof, the
15 tautomers thereof and the pharmaceutically acceptable salts thereof, for the

preparation of a medicinal product.

3. Compounds of formula (1)
R
H
R4 NJ<
N
N
N/
RO H 0
R7
inwhich
20 RisO

R4 and R7 are H



15 NHSO2R8, SO2NR8RY9, -O-S02R8, -S02-0-R8, trifluoromethyl, trifluoromethoxy, (1-6C)alkyl,
(16C)alkoxy, aryl, ar, (]} heteroaryl, heteroary|(b-6C)alkyl, heterocy I lkenyl,
alkynyl, adamantyl, %Q) yéa“}'yc oa é;ls; these radicals beir%)%ptionally substitute%%?ﬁ%@%@%ore
substituents chosen from halogen, CN, NO2, NH2, OH, OR10, COOH, C(O)OR10, -0-C(O)R10,
NR10R11, NHC(O)R10, 20 C(O)NR10R11, NHC(S)R10, C(S)NR10OR11, SR10, S(O)R10, SO2R10,
NHSO2R10, SO02NR10R11, -O-SO2R10, -S0O2-0-R10, aryl, heteroaryl, formyl, trifluoromethyl and
trifluoromethoxy; WO 03/078403 198 PCT/FR03/00752 R8, R9, R10, Rif are, independently of each
other, a hydrogen, (RBCFalRy 152 Kike A algb{-6F 1R o diiePREVhs iSEOBRIN g BRIy
substituted with oneheterouyttes wastitikantsr chaseyh ridioal h élegemndidalé Geall\dptibrail) alkskyut&N, NO2,
NH2, OH, COOH, COQalkyl, CONH2, formyl, triffluoromethy| and trifluoromethpxy; t% acemic
mitires, enantomel urLe e Bt AT T UPER oA e lonbrs Se A e

pharmaceutically acc&lidbh| €N erdt(QIRBHERSREe Pt ) RB(LHRAIYFSR2a bkt HARZ8le,

3-(2-amin0be”2@mi@@%ﬂﬁamlﬁs§2r@, SOANRSRY, C(%N)deRg, NHC(S)R8, -O-SOAR8, -S0,-0-R8,
0)indaz

nitrobenzamido)indazo e,é-(4-ch|oro-2-nitrobenzaml ole,3-(5-chloro-2-

nitrobenzamido)ind&¥¥le, 318N bberi24Mido) HAXSHEEN . amHE U ABENGHYRY hmidindazole,
3(2-amino-5chlorobetfrasrog@instgzole, 3(benzamido)- indazole, 3-(4-methylbenzamido)indazole,
3-(4-chlorobenzamido)indazole, 3-(4- nitrobenzamido)indazole, 3-acetamidoindazole,
N-(1H-indazol-3-yl)brgagamideat-chbsrndarpbhiRhen¥asetBidtom the following radicas
N-(1H-indazol-3-yl)benzhydrylacetamide, 3- acetamidoindazole, 5-amino-3-acetamidoindazole,
3-(2-hydroxybenzan RS faeh20988 1Rk BierD Hiy RSO0y IREOYORRimSdSDEG N RERS
N-(6chloro-1H40daz0H8(@IRE - fucioraHBRAM B ABIRechlos)lIRBRAazeR8 -y IB@D1R2:trifaorscetamide,

N- (6-chloro-1H-ind -3-yl)-2-thi carbgxamide, N-(6-chloro-1H-indazol-3-yl)-
2,2,2-trifluoroacetamide, N-(Bchloro- -mblazprgﬁ-< ‘-’WﬂWExy}{a&%%W%‘%e, éféé%alkyl, &

chloro-N-(6chloro-1KEGaisol-3abetrybihfdaadkytnl brtea(gchlasieramyl (HESHISd, heterocycle,
cycloakyl, akenyl; these radicals being optionally substituted with one or more

substituents chosen from halogen, CN, NOz, NH2, OH, OR10, COOH, C(O)OR10,

15 -O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10, C(S)NR10R11,
SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11, -O-SOR10, -SO,-0O-R10, aryl,
heteroaryl, formyl, trifluoromethyl and trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,
alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or

20  more substituents chosen from haogen, (1-6C)alkyl, (1-6C)akoxy, CN, NO,, NH,,
OH, COOH, COOalkyl, CONH2, formyl, trifluoromethyl and trifluoromethoxy;

to the racemic mixtures, enantiomers, diastereoisomers and mixtures thereof, the
tastomers thereof and the pharmaceutically acceptable salts thereof, for the
preparation of a medicinal product.

25 4 Compounds of formula (1)



20 yl)benzamide and N-(5-nitro- 1H-indazol-3-yl)acetamide. 5. Compounds of formula (I) R5 R6 R7 in
which WO 03/0784 Is,either 0, S or NH PCT/FRQ3/00752 R3 is a (1- ﬁl}gﬁz

aryl(1-6C)alkyl, hetgﬁl)é?;%/%é%%aryl(1-6C)al|cyl, cycloﬁél yl, alkenyl or alkyn)l%c’ia ica ;;:q[uégfs‘sg radicals
being optionally substituted with one or more substituents chosen from halogen, CN, NO2, NH2, OH,
ORB, COOH, 5 C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)R8, SO02R8,
NHSO2R8, SO2NR8R9, C(S)NR8R9, NHC(S)R8, -O-SO2R8, -SO2-0-R8, aryl, heteroaryl, formyl,
trifluoromethyl, trifluoromethylsulphanyl and trifluoromethoxy; R4 and R7 are hydrogen; R5, R6 are
chosen, independently of each other, from the following radicalst 10 hydrogen, halogen, CN, NO2, NH2,
OH, COOH, C(O)ORS8, -O-C(O)R8, NR8R9, NHC(®®RS, C 8R9, NHC(S)R8, C(S)NR8RY9, SRS,
S(O)R8, SO2R8, NHSO2R8, SO2NRE8RY, #5S0O2R8, -S@2-0O-R8, trifluoromethyl, trifluoromethoxy,
(1-6C)alkyl, (16C)alkoxy, aryl, aryl(1-6C)alkyl, heteroaryt, Reteroaryl(1-6C)alkyl, cycloalkyl, heterocycle,
alkenyl, alkynyl, adamantyl, polycycloalkyl; these als l/Eg\lbeing optionally substituted with one or more
substituents chosen from halogen, CN, NORSNH2OH, 10, CO@H, C(O)OR10, -0-C(O)R10,
NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)REG, C(S)NR10R11, SR10, S(O)R10, SO2R10,
NHSO2R10, SO2NR10R11, -O-SO2R10, -S02-0-R10, aryl, heteroaryl, formyl, trifluoromethyl and
trifluoromethoxy; 20 R8, R9, R10, R11 are, independently of each other, a hydrogen, (1-6C)alkyl, aryl,
alkenyl, alkenyl or hlﬁ@fla'éfﬂfl, themselves being optionally substituted with one or

Riseither O, Sor NH

R3 is a (:6C)akyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)akyl, aryl or
5 heteroaryl fused to a cycloakyl (:10C), heterocycle, cycloalkyl, adamantyl,
polycycloalkyls, akenyl, alkynyl radical; these radicals being optionally substituted
with one or more substituents chosen from halogen, CN, NO, NH,, OH, ORS,
COOH, C(O)OR8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)RS,
SO,R8, NHSO;R8, SONR8R9, C(S)NR8R9, NHC(S)R8, -O-SOR8, -SO,-0-R8,
10 ayl, heterocaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and

trifluoromethoxy;

R4, R5, R6 and R7 are chosen, independently of each other, from the following
radicals. hydrogen, halogen, CN, NO, NH,, OH, COOH, C(O)OR8, -O-C(O)RS,
NR8R9, NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(S)NR8RY, SR8, S(O)R8, SO RS,
15 NHSO2R8, SO:NR8R9, -O-SO2R8, -S02-0O-R8, trifluoromethyl, trifluoromethoxy,
(1-6C)alkyl, (:6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,
heterocycle, cycloakyl, alkenyl, akynyl, adamantyl, polycycloalkyls; these radicals
being optionally substituted with one or more substituents chosen from halogen, CN,
NOz, NHz, OH, OR10, COOH, C(O)OR10, -O-C(O)R10, NR10R11, NHC(O)R10,
20 C(O)NRI10OR11, NHC(S)R10, C(SNRI0R11, SR10, S(O)R10, SO-R10, NHSO,R10,
SO,NR10R11, -O-SO,R10, -SO,-0O-R10, aryl, heteroaryl, formyl, trifluoromethyl and

trifluoromethoxy;



more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO2, NH2, OH, COOH,

COOalkyl, CONH2, @M/&%ﬁromethyl and trifluoro%hoxy; to the racemigeqjﬁﬁr@oﬁl}@ntiomers,
mixtures utically

diastereoisomers an ereof, the 25 tautomers thereof and the pharmace acceptable
salts thereof, with the exception of 3-(2-nitrobenzamido)indazole, 3-(2-aminobenzamido)indazole, 3-(2 ni
trobenzamido) indazole,3-(4-chloro-2-nitrobenzamido)indazole,3-(5-chloro-2- ni trobenzamido)
indazole,3-(2-aminobenzamido) indazole,3-(2-amino-4- WO 03/078403 200 PCT/FR03/00752
chlorobenzamido)indazole, 3(2-amino-5chlorobenzamido)indazole, 3(benzamido)- indazole,

3-(4-methylbenzamit)iR8aZdf, Bliadts broerendatiaghine: 818e3 M VAResk AZ3ndsY @ ole,
3-acetamidoindazolelksa{1 Hilinagr ok hetbloatananeits: s (dhdnolaizoiaByy histoyde ceitdnaiote or
N-(1H-indazol-3-yl)benzhydrylacetamide, 3 5 acetamidoj e, 5-aming-3-ac l[daindazole,
3-0-hydronybensar T RIS R S T R Y b s i P
N-(6chloro-1H-indaZeH3CRPH. fhraAakbbx@Mitief amid - shifbieronpetiydi ane B lypronEparifluoroacetamide,

N- (6-chloro-1H-indazol-3-yl)-2-thiophenecarboxamide, N-(6-chloro-1H-indazol-3-yl)-
2,2,2-trifluoroacetanid ehad\rdcehilo o didrés d azitidrydr<4 -(heeyboiyhenzamidexBred thereof, the
chloro-N-(6¢chloro-1H-indazol-3-yhenzamide, 4-chloro-N-(6chloro-1H-indazol-3- yl)benzamide and
N-(5-nitro- 1H-indaztoa\L-J %’a%ﬁ?gr%ﬁ%e. ' Com %%ng%??éf%uﬁc?ﬂt%ﬁéfpﬁ W iclﬁ'ﬁ Igefs O R4 and
R7 are H R3 is a (1-6C3gtikyl, alryB-62ytrobeizaikido)iaterokery I anbmiyiizeetlalingozolete o cle,
cycloalkyl or alkenylpadigal thgas)iasisals beingd antpnallyiastestiiiRd)indazole,  3-(5-chloro-2

nitrobenzamido)indazole, 3-(2-aminobenzamido) indazole, 3-(2-amino-4
10 chlorobenzamido)indazole, 3(2-amino-5-chlorobenzamido)indazole, 3(benzamido)-
indazole, 3-(4methylbenzamido)indazole, 3-(4-chlorobenzamido)indazole, 3-(4
nitrobenzamido)indazole, 3-acetamidoindazole, N-(1H-indazol-3-yl)butanamide, N-
(1H-indazol-3-yl)phenylacetamide, N-(1H-indazol-3-yl)benzhydrylacetamide, 3
acetamidoindazole, 5-amino-3-acetamidoindazole, 3 (2-hydroxybenzamido)indazole,
15 N-(6-chloro-1H-indazol-3-yl)-2,2,2trifluoroacetamide,  N-(6-chloro-1H-indazol-3-
yl)-2-furancarboxamide, N-(6-chloro-1H-indazol-3-yl)-2,2,2-trifluoroacetamide, N-
(6-chloro-1H-indazol-3- yl)- 2-thiophenecarboxamide, N-(6-chloro 1H-indazol-3-yl)-
2,2,2-trifluoroacetamide, N-(6-chloro-1H-indazol-3-yl)-4-(hexyloxy)benzamide, 3
chloro-N-(6-chloro-1H-indazol-3-yl)benzamide, 4-chloro-N-(6-chloro-1H-indazol-3-
20  yl)benzamide and N-(5-nitro-1H-indazol- 3 yl)acetamide.

5. Compounds of formula (1)
R
H
R4 N//<
RS R3
N
N
N/
RO H 0

R7

inwhich



with one or more substituents chosen from halogen, CN, NO2, NH2, OH, OR8, 20 COOH, C(O)ORS,

-O-C(O)R8, NR8R9 &@)@EC(O)NRSRQ, SR8, S(QR8, SO2R8, NHSO%]%E?,/Q%%{I}B%&
034! ethyl,

C(S)NR8BR9, NHC( R8, S02-0-R8, aryl, héteroaryl, formyl, trifluorom
trifluoromethylsulphanyl and trifluoromethoxy; WO 03/078403 201 PCT/FR03/00752 R5 and R6 are
chosen, independently of each other, from the following radicals: hydrogen, halogen, CN, NO2, NH2,
OH, COOH, C(O)ORS8, -O-C(O)R8, NR8R9, NHC(O)R8,C(O)NR8R9,NHC(S)R8, C(S)NR8RY9,
SR8,S(0O)R8, SO02R8, NHSO2R8,SO2NR8R9, trifluoromethyl, trifluoromethoxy,(1-6C)alkyl, (1- 5
6C)alkoxy, aryl, aryla@mﬁv@éwﬁryl, heteroaryl(1-6C)alkyl, heterocycle, cycloalkyl, alkenyl; these
radicals being optionally substituted with one or more substituents chosen from halogen, CN, NO2, NH2,

OH, OR10, COOH, B2O)®R1(1-60)ay)Raw! NRYGRID)NMC (C5R0eryG (DikeroeoR 116 Rk S)R 10,
C(S)NR1O0R11, 5R%Qel%@BMM&%@#HMM%&%@Q@Q%taé&P\%rﬁ?-RlQ aryl,

10 heteroaryl, formyl, trifluoromethyl and triffuoromethoxy: R8, R9, RI0, RI | are, independently of each
other, a hydrogen, (2P6¢)aMgie SHBH WREA O A NAGRED AN, HemSkle OB efig8 StidREHy substituted
with one or moee suliSuRS!s OHTERRE ONRBREB I AC(IR) atkin) NRED) atbrey SCYRH G NBj2, OH,

COOH, COOalkyl, WZRE‘N%%\H%&O&%@%%% ;@%%ngth -§)1§§[,: rﬁ% ﬁ2_29_&;@1ic(,j“rmixtures,

enantiomers, diastereoisomers ard mixtured mers thereo P armXCeutically
acceptable salts thehetsfoaith ibranydxicdpoemstsd( 2rnitesbemetyiaitidyandlaanslgrifluoromethoxy;
3-(2-aminobenzamido)indazole, 3-(2- nitrobenzamido)indazole, 3-(4-chloro-2-nitrobenzamido)indazole,

3-(5-chloro-2- nitrobrazamriviiedsaniges-(2-aminobenzamido)indazole, 3-(2-amino-4 20
chlorobenzamido)indazole, 3 -(2-amino-5 -chlorobenzamido)indazole, 3- (benzamido)indazole,

3-(4-methylbenzamigg) Ignzele cRokdnChilaa& A IdP) witdagRle, IrithniHosnsRmIeIdRZOle,
3-acetamido-indazole, N-(1H-indazol-3-
10  hydrogen, halogen, CN, NOz, NHz, OH, COOH, C(O)OR8, -O-C(O)R8, NR8R9,
NHC(O)R8, C(O)NR8R9, NHC(S)R8, C(SNRSBR9, SR8, S(O)R8, SORS,
NHSO2R8, SO,NR8RY9, -O-SO,R8, -SO,-O-R8, trifluoromethyl, trifluoromethoxy,
(2-6C)akyl, (x6C)akoxy, aryl, aryl(:6C)akyl, heteroaryl, heteroaryl(1-6C)akyl,
cycloakyl, heterocycle, akenyl, akynyl, adamantyl, polycycloalkyl; these radicals
15 being optionally substituted with one 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,
SO2NR10R11, -O-SO2R10, -SO2-0O-R10, aryl, heteroaryl, formyl, trifluoromethyl and
trifluoromethoxy;

20 R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)akyl, aryl,
alkenyl, alkynyl or heteroaryl, themselves being optionally substituted with one or
more substituents chosen from halogen, (1-6C)alkyl, (1-6C)akoxy, CN, NO,, NH,
OH, COOH, COOakyl, CONH, formyl, trifluoromethyl and trifluoromethoxy;

to the racemic mixtures, enantiomers, diastereoisomers and mixtures thereof, the
25 tautomers thereof and the pharmaceutically acceptable salts thereof, with the
exception of 3-(2-nitrobenzamido)indazole, 3-(2-aminobenzamido)indazole, 3-(2
nitrobenzamido) indazole,  3-(4-chloro-2-nitrobenzamido)indazole, 3-(5-chloro-2-

nitrobenzamido) indazole, 3-(2-aminobenzamido) indazole, 3-(2-amino-4



yl)butanamide, N-(1H-indazol-3-yl)phenylacetamide, N-(1H-indazol-3- yl)benzhydrylacetamide,

3-acetamido-indazo ing-3-acetamido-indazole, 3(2 25 hydroxybenzamidq)i
N-(6-ch|oro-iH-indaz{gfléq%b%, -trifluoroacetamide, néﬁ -chloro-iH-indazol-ggl);-mﬁ%g%oxamide,
N-(6-chloro-iH-indazol-3-yl)- 2,2,2-trifluoroacetamide,
N-(6-chloro-iH-indazol-3-yl)-2-thiophenecarboxamide, N-
(6-chloro-iH-indazol-3-yl)-2,2,2-trifluoroacetamide, N-(6-chloro-iH-indazol-3-yl)-4- (hexyloxy)benzamide,
3ch|oro-N-(6-chIoro-iH-indazoI-S%&benzamide, 4chloro-N 30 (6-chloro- iH-indazol-3-yl)benzamide and
N-(5- nitro. iH-indaz6NrNEFARIHIE I7etco 3/FANAS D 6D BeLEIABSR G EsECre. CERFIGINEY  cording to
Claim 4, characterizeddrothat 3 (& oletséveitemidd ddatel €5 -cBl@rahl orobenzamido)indazole, 3 (4
1H-indazol-3-yl)aming]-4-oxo-2-butenoic agjd (2E) 4-[(6-chloro, 1H-indazol-3-yh)aminol-4-oxo-2-butenoic
acid eyl (8) 4O BT DU, e A R R S B st
4-[(6-chloro-1H-inda@bi3ndzaehisry)) Abesyaeeamisieoatl-(1H-indazol-3-yl)benzhydrylacetamide, 3
4-[(6-chloro-1H4ndagQl-3nydismaingleH-0xamo i iRBRifi BG4k 4(2-RIaMRbenzamido)indazole, ,
1H-|ndazol-3-y|)am|no}-4-oxo-2-bu_ten0|c acid (2E) 4-[(6-chloro. 1H-indazol-3-yl)amino]-4-oxo-2-butenoic
acid (2E) 4-[(5-brombLeIEN gUbiaanisiv b2 o0 D parera deid M- (9) 9 pdtiingagol-3
1H-indazol-3-yl)amigp} Ataxacrbostanize, aniqe4HIGrd1Bmadakbl-tdiaznk3-yljamvioaietroiie; 2Nputanoic acid
(28) N-(6-chloro-1Hindgzol 3yl g-butengmids (Ra) Na(oschipio- Lt dageliiidabusiegstnide

N{6-chloro-1H-inda -yl)- enamide’hydro ride 15 me ﬁyl
4-[(6-chloro-1H-indaZ81 23N ileaestamisieo - NH Gtall el HNis@sioro M- hae orngbaarpidenide

N{6-chloro-1H-jgdazglsty Ny ERARINYA - (el NASisarpanitE - AR BN iechBienamideid B
N-(5-methyl- 1H-indazol3-yl)-2-butenamide _ _
yl)benzamide and N-(5-nitro-1H-indazol- 3-yl)acetamide.

6. Compounds of formula (1)
R
R4 HJ(
R5 R3
N
N
N/
RO H 0
R7
inwhich
15 RisO
R4 and R7 areH

R3 is a (1-6C)alkyl, aryl, aryl(1-6C)akyl, heteroaryl, heteroaryl(1-6C)alkyl,
heterocycle, cycloalkyl or akenyl radical; these radicals being optionally substituted
with one or more substituents chosen from halogen, CN, NO2 NH2, OH, ORS,

20 COOH, C(O)OR8, -O-C(O)R8, NR8R9, NHC(O)R8, C(O)NR8R9, SR8, S(O)RS,
SO,R8, NHSO,R8, SOMNR8R9, C(S)NR8R9, NHC(S)R8, -O-SOR8, -SO,-0-R8,
aryl, heteroaryl, formyl, trifluoromethyl, trifluoromethylsulphanyl and
trifluoromethoxy;



20 (2Z) N-(6-bromo- 1H-indazol3-yl)-2-butenamide WO 03/078403 203 PCT/FR03/00752 (2Z) N

-(5-methyl- IH-indaz If’ﬁ-ﬁ@%@ gtenamide N{6-chIor?z-%jl-\iln?azol-3-yl)-2-pr088%8§/0@§%
- - -

N-[6-(trifluoromethyl ndazol-3-yl]-2-butenamide

6(trifluoromethy)l-1H-indazol-3-yl]-2-butenamide 5 ethyl
4-[[6-(trifluoromethyl)-1H-indazol-3-ylJamino]-4-oxobutanoate (2E)
N-[5-(trifluoromethyl)-1H-indazol-3-yl]-2-butenamide (22)
N-[5-(trifluoromethyl)-1H-indazol-3-yl]-2-butenamide N- 5-chIoro-lH-indazoI-B-YI]-,2-butanamide
N-[4-chloro-1H-indaZo-3IfR%R 1 G NERBEEIN oPb FRAM e TRER 18- BN AN e Aa il e
N-[6-chloro-1H-indakpiidedipriepegeamiie, Ns- (it aBmedoh); 1E{dorap|-B- o) Re)aRERIN-[5-nitro-
1H -indazol3 -yl]lbut ' -[6; = 1H-| 1-3-y1] ide
N-[6-(3-pyridyl)-lH-ﬁ\ﬂ‘]i@o@-%?u]b%@m%é nmgé%g-%m%@gzaﬁgyﬁ?an%%%&N-f@ff%%nyl
1H-indazol-3-yl] but&&kleRS, N-FOINBERES, 7dfinerometyinddrdiuggimistianamidesR)pcromd-7-nitro-

1H-indazol-3-yl uta@;@@' 2 6- io- Adrsibigiazo ifle W 03 204
PCT/FR03/007&}§% N-[e-(%%&m[-m azolg-%?aflwgdtan_amidg ’N!ﬁ %?[fg-( L@%@%{ah?ﬁwﬁ&

i incirol-5 youtEILR. MGk R0 FHaAy T P B2y ST e ol more

N-[6-chloro-1H-indaza<Btythketireaammise haogen, CN, NOz, NH2, OH, OR10, COOH, C(O)OR10,
-O-C(O)R10, NR10R11, NHC(O)R10, C(O)NR10R11, NHC(S)R10, C(S)NR10R11,
SR10, S(O)R10, SO,R10, NHSO,R10, SO,NR10R11, -O-SOR10, -S0,-0-R10, aryl,

10  heteroaryl, formyl, trifluoromethyl and trifluoromethoxy;

R8, R9, R10, R11 are, independently of each other, a hydrogen, (:6C)alkyl, aryl,
alkenyl, akynyl or heteroaryl, themselves being optionally substituted with one or
more substituents chosen from halogen, (1-6C)alkyl, (1-6C)alkoxy, CN, NO,, NHa,
OH, COOH, COOakyl, CONH_, formyl, trifluoromethyl and trifluoromethoxy;

15 to the racemic mixtures, enantiomers, diastereoisomers and mixtures thereof, the
tautomers thereof and the pharmaceutically acceptable salts thereof, with the
exception of 3-(2-nitrobenzamido)indazole, 3-(2-aminobenzamido)indazole, 3-(2
nitrobenzamido)indazole,  3-(4-chloro-2-nitrobenzamido)indazole,  3-(5-chloro-2-
nitrobenzamido)indazole, 3-(2-aminobenzamido)indazole, 3-(2-amino-4

20  chlorobenzamido)indazole, 3-(2-amino-5-chlorobenzamido)indazole, 3
(benzamido)indazole,  3«(4-methylbenzamido)indazole,  3-(4-chlorobenzamido)-
indazole, 3-(4 nitrobenzamido)indazole, 3-acetamido-indazole, N-(1H-indazol-3-
yl)butanamide, N- (1H -indazol- 3-yl)phenylacetamide, N-(1H-indazol-3
ybenzhydrylacetamide, 3-acetamido-indazole, 5amino-3-acetamido-indazole, 3(2-

25  hydroxybenzamido)indazole, N-(6-chloro-1H-indazol-3-yl)-2,2,2-trifluoroacetamide,
N-(6-chloro-1H-indazol-3-yl)- 2-furancarboxamide,  N-(6-chloro 1H-indazol- 3-yl)-
2,2,2-trifluoroacetamide, N-(6-chloro-1H-indazol- 3-yl) - 2-thiophenecarboxamide, N-
(6-chloro-1H-indazol-3-yl)- 2,2, 2trifluoroacetamide, N-(6-chlora 1H-indazol-3-yl) -4
(hexyloxy)benzamide, 3-chloro-N-(6-chloro-1H-indazol-3-yl)benzamide, 4chloroN-

30 (6-chloro-1H-indazol-3-yl)benzamide and N-(5-nitro 1H-indazol- 3-yl)acetamide.



5 N-[6-(3,5-difluorophenyl)-1H-indazol-3-yl|butanamide N-[6-(3-thienyl)-1H-indazol-3-yl]butanamide

N-[6-chloro-1H-inda %P # -&opheneacetamide
N-[5-(3-f|uorobenzer61\z§u g g%é amino)-lH-indazol-3-yl]%0e2nzamide PCT/FRO3/00752

N-[6-(2-chlorophenyl)-1H-indazol-3-yl]butanamide 10
N-[6-(2-chloro-4-hydroxyphenyl)-1H-indazol-3-yl|butanamide
N-[6-(4-ethylphenyl)-1H-indazol-3-yl]butanamide N-[6-(4-ethenylphenyl)-1H-indazol-3-yl]butanamide
N-[6-(4-pyridyl)-1H-indazol-3-yl]butanamide N-%G-(phen Imethyl)-1H-indazol-3-yl]butanamide 15
N-[6-(4-aminophenyl)-1H-iHERPENH GRERTEAPAIA R R Ge i aHar RO MBI HSHS8EE8 2 butanamide
N-[6-[(4-phenylethynyl)phenyl] -1H-indazol-3-yl]butanamide N-[6-(2-propenyl)
-1H-indazol-3-yl]butéarAitlé-alpsodiitsiazgl-Brarth 2613 lyApxRah Qutetie ©8ci - [6-bromo-5chloro-
1H-indazol-3-yl]butanamide WO 03/078403 205 PCT/FR03/00752 N-[6-chloro-5-bromo-

1H-indazol-3-yl]butarramides bhiérehiaiodezait®yiminciazoks-y Hiksanaagide N-[6-(4-hydroxyphenyl)
-5-bromo- 1H-indazol-3-yl]butanamide N-[6-(4-hydroxyphenyl)

-5-(phenylamino)-1Hgig ?ZE’)'@[Y@QHII@IWL%QZOI—3yl?amino]—4-oxo—2_—butenoate
N-[6-(4-hydroxyphenyl)-5-(2-phenylethenyl}1H-indazol3-yllbutanamide N-[6-(4-hydroxyphenyl)

-5-phenylcarbonyl-1H:i 13-yl]butanamide N-[6-(4-hydroxyphenyl
-5-[3-(dimethygqinoe}%ﬂoi%zrfyﬁg‘%ﬁﬁ é’?g?é“‘i/ u?a}’m'&ar}n(’}'é‘é’f""oxo'%%“te”"ate
N-[6-chloro-1H-indazol-3- I']};3-thiophenecarboxamide 10 o

N-[6-ch|oro-1H-indaﬂt{f«§9§ PO HFRERE S AR - e RIS r AR @b I - 3-y1]-3-pyridinecarboxamide

(22) 4 (5 bromo-1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
(2E) 4 (6-chloro 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
(2E) 4 (5 bromo- 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
10 (22) 4 (6-chlorc 1H-indazol-3-yl)amino]-4-oxo-2- butenoic acid
4-[ (5 bromo- 1H-indazol-3-yl)amino] - 4-oxo-2- butanoic acid
(2E) N -(6-chloro-1H-indazol-3-yl)- 2-butenamide
(22) N -(6-chloro-1H-indazol-3-yl)- 2-butenamide
N -(6-chloro-1H-indazol-3-yl)- 3-butenamide hydrochloride
15  methyl 4{(6-chloro 1H-indazol-3-yl)amino]-4-oxo-2-butanoate
N -(6-chloro-1H-indazol-3-yl)acetamide
N -(6-chloro-1H-indazol-3-yl)butanamide
(2E) N-(6-bromo 1H-indazol 3-yl)- 2-butenamide
(2E) N -(5methyl- 1H-indazol- 3-yl)- 2-butenamide

20  (22) N-(6-bromo 1H-indazol-3-yl)- 2-butenamide



N-[6-chloro-1H-indazol-3-yl]benzeneacetamide N-[6-chloro-1H-indazol-3-yllbenzenepropanamide

N-[6-chloro-1H-indagzo)-3:-yl-3-pyridineacetamide 15 N-[G-chloro-1H-indazol-3-yl]- amide
] % B

N-[6-chloro-1H-indaz rpholineacetamide N-[6-chloro-1H-indazol piperazineacetamide
N-[6-chloro-1H-indazol-3-yl]-4-[(2-methoxyethyl)amino]cyclohexanecarboxamide 4-amino-N-[6chloro-
1H-indazol-3-yl]-1-piperidinecarboxamide 20 N-[6-chloro-1H-indazol-3-yl]-4-morpholinylcarboxamide WO
03/078403 206 PCT/FR03/00752 the racemic mixtures, enantiomers, diastereoisomers and mixtures
thereof, the tautomers thereof and the pharmaceutically acceptable salts thereof. 8. Compound
according to either d£EINirkeMeind & dhdraeer b PHIBAMIE chosen from: 5 (22) 4-[(6-chloro.
1H-indazol-3-yl)amino]-4-oxo-2-butenoic acid ethyl (2E)

4-[(6-chloro-1H-indaAdBgfileiititbi-arena-2 vhutepropseamide
4-[(6rchloro-1H-indazol-3-yl)amino]-4-oxo-2-butanoic acid (2Z) 4-[(5-bromo-

1H-indazol-3-yl)aminzh A pefdentieyayiaH (ddhbil Sythppatshbhriidazol-3-yl)amino]-4-oxo-2-butenoic
acid 10 4-[(5-bromo- 1H-indazol-3-yl)amino]-4-oxo-2-butanoic acid (2E)

N-(6-ch|oro-1H-inda§%)§T 5&RHIERARIAR - Y(Frahiere-Hil-snslagRlriad)-3-butenamide hydrochloride

methyl 4-[(6-chloro. indazol-3-yl)amino]-4-oxo-2-butanoate N-(6-chloro-1H-indazol-3-yl)acetamide 15

BT R R o €9

(2E) N -[ 5(trifluoromethyl) - 1H -indazol- 3-yl]- 2-butenamide
(22) N-[ 5(trifluoromethyl) - 1H -indazol- 3-yl]- 2-butenamide
N -[5-chloro-1H-indazol-3-yl]- 2-butanamide
N -[4-chloro-1H-indazol-3-yl]butanamide

10  N-6&-(trifluoromethyl)- 1H-indazol- 3-yl] butanamide
N -[6-chloro-1H-indazol-3-yl] propenamide
N -[5-(trifluoromethyl)- 1H-indazol- 3-yl] butanamide
N-[5-nitro 1H-indazol 3-yl] butanamide
N - 6-bromo- 1H-indazol-3-yl]butanamide

15  N-6-(3pyridyl)-1H-indazol- 3-yl]butanamide
N-[4-iodo- 1H-indazol- 3-yl]butanamide
N -[6-pheny} 1H-indazol-3-yl] butanamide
N -[6-bromo-5,7-dinitro- 1H-indazol - 3-yl] butanamide
N -[ 6-bromo- 7-nitro- 1H-indazol-3-yl] butanamide

20  N-6-bromo-5-nitro- 1H-indazol-3-yl]butanamide



(2E) N-[6-(trifluoromethyl)-1H-indazol3-yl]-2-butenamide 20 ethyl

4-[[6.(trif|uoromethyQ/\-/Jj:!-§' -3-ylJamino]-4-oxobut te WO 03/078403 (@5% [ 55(trifluorom
ethyl)-1H-indazol- 3-yIJ- 5} u enl‘?;lmide N -[ 5-chloro-1 -ﬁdazol-&yl]- 2-buta%§ﬁide 3%0%2

N-[4-chloro-1H-indazol-3-yl]butanamide N-[6-(trifluoromethyl)-1H-indazol-3-yl]butanamide 5
N-[6-chloro-1H-indazol-3-yl]propenamide N-[5-(trifluoromethyl)-1H-indazol-3-yl]lbutanamide N-[5-nitro-
1H -indazol3 -yl]butanamide N-[6-bromo- 1H-indazol-3-yl]butanamide
N-[6-(3-pyridyl)-1H-indazoI-S-ylgbuta_namide 10 N-[4-iodo- 1H-indazol-3-yl]butanamide N-[6-phenyl
1H-indazol-3-yI] butAHEHRIET K8 BiReRsS7 Y mMiseeMifRindazol-3-ylJbutanamide N-[6-bromo-7-nitro-
1H-indazol-3-yl]butanamide N-[6-bromo-5-nitro- 1H-indazol-3-yl]butanamide 15
N-[6-(3-furyl)-1H-ind¥ A6 3-(MvayimxainigeyN -[B| updggeh 2ydryigrastign -1H-indazol-3-yl]butanamide
N-[6-(4-hydroxyphenyl) -1H-indazol-3-yl]butanamide N-[6-chloro-1H-indazol-3-yl] benzenamide
N-[[6(3,5-difluorophenyh( kHriodsyphenyilnutraproide B ikdent@dhienyl)-1H-indazol-3-ylJbutanamide
PCT/FR03/00752 WO 03/078403 208 PCT/FR03/00752

m:{g:?Qt]-lﬁlzg}aggQggﬁsggﬁﬁgﬁﬁﬁﬁ@gg{?@ﬁgenzamide
N-[6-(2-phenyleth yl)l\ilré}l&dgému%%gﬁggﬁ?%mlgr%azol -3-yl]butanamide
N -[6-(3-thienyl)-1H-indazol - 3-yl]butanamide
N -[6-chloro-1H-indazol-3- yl] - 2-thiopheneacetamide
N -[ 5-( 3 fluorobenzenesul phonylamino)- 1H-indazol-3-yl]benzamide
N -[6-(2-chlorophenyl)- 1H-indazol- 3-yl]butanamide
10  N-6-(2chlorc 4-hydroxyphenyl)-1H-indazol- 3-yl]butanamide
N -[6-(4-ethylphenyl)- 1H-indazol - 3-yl] butanamide
N -[6-(4-ethenylphenyl) - 1H-indazol- 3-yl] butanamide
N-[6-(4 pyridyl)-1H-indazol- 3-yl]butanamide
N - 6-(phenylmethyl) - 1H-indazol- 3-yl] butanamide
15  N-6-(4aminophenyl)-1H-indazol-3-yl]butanamide
N -[ 6-( 1- morpholino) - 1H-indazol - 3-yl]butanamide
N -[ 6-[ (4- phenylethynyl)phenyl] - 1H-indazol-3-yl] butanamide
N -[6-(2- propenyl) - 1H-indazol- 3-yl]butanamide
N -[ 5-amino-1H-indazol-3- yl] butanamide

20  N-6-bromo-5-chloro-1H-indazol- 3 yl]butanamide



N-(6,7-difluoro- 1H-indazol-3-yl)butanamide 5 N-[6-(4-methoxyphenyl} 1H-indazol-3-yl]butanamide

N-[6-(4-methy|thiopr\lﬁ@/&m@jﬁdazol-&yl]butanamide &-[6-(4-trif|uorometh%f%%‘ﬁ#)om 5
€ N- d2 -| ‘6-chloro-

-1H-indazol-3-yl]butanami 6-(1-propenyl)-1H-indazol-3-yllbutanamide

H-indazol-3-yl]- 2-pyridinecarboxamide 10 N-[6-(4-fluorophenyl)-1H-indazol-3-yl]butanamide
N-[6-[4-(1,1-dimethylethyl)phenyl]-1H-indazol-3-yl]butanamide N-[6-bromo-7-amino-1H-indazol- 3-yl]
butanamide N-[6-[4-(trifluoromethyl)phe nyl]-1H-indazol-3-yl]butanamide
N-[6-(4-methylphenyl)-1H-indazol-3-yl]butanamide 15 _

N-[6-(3,5-dichloroph¥ i A S BN Yhergrhngigidutanamide
N-[6-chloro-1H-indazol-3-yl]-3,5-dichlorobenzamide N-[6-(4-chlorophenyl)-1H-indazol-3-yl] butanamide
N-[6-chloro-1H-indadblBchipserizeitiepkd padaadidey thutanasaicetate
N-[6-chloro-1H-indazol-3-yl|lbenzenepropanamide 20 N-[[6-(4-ethylphenyl)-1H-indazol-3-yl]]butanamide
WO 03/078403 209 R{6 (ERAREX) B {S-1rbmpricyndétdndazel@ridihtéanamide

N-(5-amino-1H-indazol-3-yl)butanamide N-(5-bromo-6-chloro- 1H-indazol-3-yl)butanamide

N-(6-ch|or0-1H-indaﬂ&xlﬁ%ﬁ@%{éﬁﬂ§@{ RSR0Y- 1H-indazol-3-yl] butanamide
0 -methylpropylami

N-(6-chloro-1H-indazol-3-yl)-2 e 4-chloro-N-(6-chloro- 1H-indazol-3-yl)butanamide

N-(5-phenyl6-chloro; 1H-indazol-3-y)b ide N-[5-br -6-[4-(phenylmethaxy)phe
nyl]-1H-indazol -y|]bI\LIJ!J|§r_'I(J§FI’?I]}/C§éO -%%Yﬁr%%@?ﬁ%&o?ygﬁ@ﬁvBéfrz—‘g-ﬁ)rgaggé&r?@%@ganamide 10
N-[[6-(4-nitrophenyl)-1H-indazol-3-yl]]butanamide _ _

N - 6-(4 hydroxyphenyl) -5-phenylcarbonyl - 1H -indazol- 3-yl | butanamide

N -[6-(4 hydroxyphenyl) -5-[ 3-(dimethylamino)propynyl]-1H-indazol-3-
yl]butanamide

N -[6-chloro-1H-indazol-3-yl]- 3-thiophenecarboxamide
10  N-6-chloro-1H-indazol-3-yl]- 2-pyridineacetamide
N -[6-chloro-1H-indazol-3-yl]- 3-pyridinecarboxamide
N -[6-chloro-1H-indazol-3-yl]|benzeneacetamide
N - 6-chloro-1H-indazol-3-yl] benzenepropanamide
N -[6-chloro-1H-indazol-3-yl]- 3-pyridineacetamide
15  N-6-chloro-1H-indazol-3-yl]-2-chloroacetamide
N -[ 6-chloro-1H-indazol-3-yl]-4-morpholineacetamide
N -[6-chloro-1H-indazol-3-yl] - 1-pi perazineacetamide
N -[ 6-chloro-1H-indazol-3-yI]- 4 (2methoxyethyl)amino] cyclohexanecarboxamide
4-amino-N-[ 6-chloro- 1H-indazol - 3-y1]-1- piperidinecarboxamide

20  N-6-chloro-1H-indazol-3-yl]-4-morpholinylcarboxamide



N-[6-(2-chorophenyl)-1H-indazol3-yl]butanamide N-[6-[3-(phenylmethoxy)phenyl]

-1H-indazol-3-yl]but | -[6-(3-hydroxyphenyl) -1H-indazol-3-yl]butanamj
N-[6-chIoro-5-(4-per%@%ﬁ%%ol-3-yl]butanamide1 6 @%FR%/OOEZ

N-[6-chloro-5-(3-furyl)-1H-indazol-3-yllbutanamide N-[6-[ 2-chloro-4-(phenylmethoxy)phenyl]-1H
-indazol3-yllbutanamide N-[6-(2-chloro-4-hydroxyphenyl)-1H-indazol-3-ylJbutanamide N-[5,6-dibromo-
1H-indazol-3-yl]lbutanamide N-[6-chloro-1H-indazol-3-yl}-2,2,3,3,4,4,4-heptafluorobutanamide 20
N-[6-chloro-5-(4-fluorophenyl)-1H-indazol-3-yl|[butanamide WO 03/078403 210 PCT/FR03/00752
N-[[6-(4-aminophenW—Iﬁ?—‘?ﬂ%z’Bleﬁ?ﬁ%{WH@ diastereoisomers and mixtures thereof, the
N-[6-[4-(dimethylamiaaypieeniterbbi-ind akze pRayHiwatsicalihyideceptabl e salts thereof.
N-(6-chloro-1H-indazol-3-yl)-4-methyl-1-piperazineacetamide

N-(6-chloro-1H-indagol-3-yhs Liinei I JRGARF AR of Claims 4 and 5, characterized in that it is
N-(6-chloro-1H-indazol-3-yl)-4-morpholineacetamide

N-(6-chloro-1H-indaZMS8YIPAH-1,2 4-triazole-1-acetamide
N-(6-chloro-1H-indazol-3-yl)-2-(cyclohexylamino)acetamide 2-[(phenylmethyl)amino]-N-(6-chloro-
1H-indazol-3-ylfacet@ided (c(boch g iazihdaridnaiya)-4eaxaz2 pitiendicasidamide 10
N-(6-chloro-1H-indazol-3-yl)-1-piperazineacetamide

N-(6-chloro-1H-indaaelB¢gb)y 2-[[8-(tiorethylamine) propatiesinpiacetamigioae
N-(6-chloro-1H-indazol-3-yl)thiomorpholine-4-acetamide

N-(6-chloro-1+-indaggt 3o stsapsaliineaspiamiie. A0 Shiatacie kipylazo-3-yD- 2

[2_-(dimethylamino)ethyl]ammo]a_cetamide 1 N-(6-chIoro-1H-i_ndazoI-3-y!)-1cyc|opropylaminoacetamide
N-(o-chioro-1HindaU SR P B SRl AT R AR G huoro
(2E) 4 (6-chloro 1H-indazol-3-yl)amino]- 4-oxo-2- butenoic acid
10 4 (5bromo 1H-indazol-3-yl)amino]-4-oxo-2-butanoic acid
(2E) N-(6-chloro-1H-indazol-3-yl)- 2-butenamide
N -(6-chloro-1H-indazol-3-yl)- 3-butenamide hydrochloride
methyl 4- (6-chloro 1H-indazol-3-yl)amino]- 4-oxo-2- butanoate
N -(6-chloro-1H-indazol-3-yl)acetamide
15 N-(6-chloro-1H-indazol-3-yl)butanamide
(2E) N-(6-bromo 1H-indazol 3-yl)- 2-butenamide
(2E) N -(5methyl- 1H-indazol- 3-yl)- 2-butenamide
N -(6-chloro-1H-indazol-3-yl)- 2-propanamide
(2E) N -[ 6-(trifluoromethyl) - 1H -indazol- 3-yl]- 2- butenamide

20  ethyl 4[[6 (trifluoromethyl)-1H-indazol- 3-yl]amino] - 4- oxobutanoate



acetate) N-(6-chloro-1H-indazol-3-yl)-2-(2-diethylaminoethylamino)acetamide 20

N-[5,6-diphenyl-1H-in -3-yllhutanamide WO 03/078403 211 PCT/FR03/0
N-[6-chIoro-5-(4-memzi%%§y%%—<-indazol-3-yl]butanar%¢(?e N-[5-phenyl6-[4- %p eny(r)r'i)’é%g(zy)phenyl]

-1H-indazol-3-yl] butanamide N-[5-phenyl6-(4-hydroxyphenyl)-1H-indazol-3 -yl]butanamide
N-[6-chloro-5-(4-pyridyl)-1H-indazol-3-ylJbutanamide 5
N-[5-(4-aminophenyl)-6chloro-1H-indazol-3-yl]butanamide N-[6-chloro-5-(4-ethylphenyl) -1H
-indazol3-yllbutanamide N-é’6-c,hIoro-Ség-éphen_ylmethom/ phenyl]-1H-indazol3-yl]butanamide
N-[6-chloro-5-(4-hydrs) b entil i YR ehy B4 insarahamioé ONGEARIER; [4-(phenylmethoxy)phenyl] -1H
-indazol-3-yllbutanamide 10 N-[5,6-bis(4-hydroxyphenyl)-1H-indazol-3-yl]butanamide
N-[5-(3-furyl)-6-[4-(pNdmghhertdiy)ptazalyB-1lH ditarendigl butanamide
N-[5-(3-furyl)-6-([4-hydroxyphenyl)-1H-indazol-3-yl]butanamide N-[5-(4-ethylphenyl)-
6-[4-(phenylmethoxyiaemyid tHineael-8 yitbuisnacride
N-[5-(4-ethylphenyl)-6-(4-hydroxyphenyl)-1H-indazol3-yl]butanamide 15

N-[5-(3-pyridyl)-6-[4 (e s e anylickEbir rRiganamide
N-[5-(3-pyridyl)-6-(4-hydroxyphenyl) -1H-indazol-3-yl]butanamide N-[5-( 2-

furyl)-6-[4-(phenylm H8)%§£§M%:%aqu§j%ﬁﬁl[§§%%aenamide N-[5-(2- furyl)-6-(4-hydroxyphenyl)

-1H-indazol-3-yl] butanami romo- 0 Itro- 1H-indazol-3-yl)butanamide 20
N-(5-bromo-6,7-difluoro-1H-indazol-3-yl)butanamide WO 03/078403 212 PCT/FR03/00752
N-[6-(4-cyanophenyl) {oH{Uinesemeivib it} teamd6ro- 5-nitro. 1H-indazol-3-yl)butanamide

N -[5-nitro 1H -indazol 3-yl] butanamide
N -[ 6-bromo- 1H-indazol-3-yl]butanamide
N-[6-(3 pyridyl)-1H-indazol- 3-yl]butanamide
10  N-{4-iodo 1H-indazol-3-yl]butanamide
N-[6-pheny} 1H-indazol-3-yl]butanamide
N -[6-bromo-5,7-dinitro- 1H-indazol - 3-yl] butanamide
N -[ 6-bromo- 7-nitro- 1H-indazol-3-yl] butanamide
N -6-bromo-5-nitro- 1H-indazol-3-yl]butanamide
15  N-6-(3furyl)-1H-indazol-3-yl]butanamide
N - 6-[ 4 (benzyloxy)phenyl] - 1H-indazol- 3-yl] butanamide
N - 6-(4 hydroxyphenyl) -1H-indazol-3-yl] butanamide
N -[6-chloro-1H-indazol-3-yl] benzenamide
N-[[6(3,5difluorophenyl)-1H-indazol-3-yl]]butanamide

20  N{6-(3thienyl)-1H-indazol-3-yl]butanamide



N-(6,7-difluoro-5-phenyl- IH-indazol-3-yl)butanamide

N-[6-(6-hydroxypyrid:3:=yl)-1H-indazol3-yl|butanamide
N-[6-(3,4-dihydroxyphen(é/)?ﬂ-)If_llfé@rglidazoI-3-y|]butanamidg2 %Iuoroacetate N-[6-F§ Il/-%ofjtlﬁgz(?/%henyl)
-1H-indazol-3-yllbutanamide N-[7-fluoro-5-nitro-6-[2-(phenylethyl)amino] -1H-indazol-3-yl]butanamide
N-(7-fluoro-5-nitr(y6-morpholino- IH-indazol-3-yl)butanamide N-(7-fluoro-5-amino-6-morpholino-
1H-indazol3-yl)butanamide 10 N-(5-bromo- 7-fluoro- 6-morpholino- 1H-indazol-3-yl)butanamide

r%utanamide N-(6-bromo-4,5,7-trifluoro-

N-[7-fluoro- 6-(trifluoromethyl)-1H-indazol-3-yl]but
1H-indazol-3-yl)butdMARTERe-{id- (BIarAl i PP EERGHERYH-3-yI]butanamide difluoroacetate N-[

6-(6-aminopyrid-3-yl)-1H-indazol-3-yl]butanamide 15 2-chloro-N-(6,7-difluoro-iH-indazol-3-yl)acetamide
N-(6,7-difluoro- 1H-iNcaz3lyorobssizsaasiibaowamingy: thel Rdaeahrcyhibrnzpeidenantiomers,
diastereoisomers and mixtures thereof, the tautomers thereof and the pharmaceutically acceptable salts

thereof. 9. Pharmacgui-gh prenpesijioni-chalaeieszgaumihatdecomprises, in a 20 pharmaceutically
acceptable medium, a compound defined according to any one of Claims 1 to 8. WO 03/078403 213

PCT/FR03/00752 1Qy Medifingd srefuciaetardimidpsnyone of Claims 1 to 3, characterized in that it
contains at least one compound defined according to any one of Claims 1 to 8, for its therapeutic

application in the tregt t of diseases in whic 0 g rylation, of the Tau protein is observed. 5 It.
Medicinal produg:t aeﬁggg%én 0 %%Po%né/ Ilgtj\% érl]r%asg@ %9 ,Bgzagraé%fjeerized in that it contains at least one
compound defined according to any one of Claims 1 to 8, for its therapeutic application in the treatment

of neurodegenerativil HEhBELYEhoRBY braRdndielshintuiamgeind peripheral neuropathies, obesity,

metabolic diseases,
N - 6-(4trifluoromethoxyphenyl) - 1H-indazol- 3-yl]butanamide

N-[ (6-(1- propenyl)-1H-indazal- 3-yl]butanamide
N -[6-chloro-1H-indazol-3-yl]- 2-pyridinecarboxamide
10  N-[6-(4fluorophenyl)- 1H-indazol-3-yl]butanamide
N-[6-[ 4 (1,1-dimethylethyl)phenyl] - 1H -indazol - 3-yl] butanamide
N -[ 6-bromo- 7-amino-1H-indazol - 3-yl]butanamide
N -[6-[ 4 (trifluoromethyl) phe nyl] - 1H -indazol- 3-yI] butanamide
N - 6-(4 methylphenyl)- 1H -indazol- 3-yl]butanamide
15 N-6-(3,5dichlorophenyl)-1H-indazol- 3-yl]butanamide
N -[6-chloro-1H-indazol-3-yl]- 3,5-dichl orobenzamide
N -[6-(4-chlorophenyl)- 1H-indazol- 3-yl]butanamide
N -[6-chloro-1H-indazol-3- yl]benzenepropanamide trifluoroacetate
N -[6-chloro-1H-indazol- 3-yl] benzenepropanamide

20  N-[6(4-ethylphenyl)-1H-indazol-3-yl]]butanamide



type Il diabetes, essential hypertension, atherosclerotic cardiovascular diseases, 10 polycystic ovarian

syndrome, syndrom% 6g)g}gﬂgéieficiency and cancer.z%)%. Medicinal productlgéﬁ:ﬂfg%gor&gaim 11,
t the "neurode eith ar

characterized in tha generative disease is er Alzheimer's disease, inson's disease,
frontoparietal dementia, corticobasal degeneration or Pick's disease. 13. Process for preparing the
compounds of formula (I) as defined in Claim 1 and 15 for which R is oxygen, characterized in that an
acylation is performed on the amine derivative of formula (I1): RS R6 R7 in which R4, R5, R6 and R7
have the same meanings as in Claim 1, and it is_optionally converted into a pharmaceutically acceptable
salt thereof. 20 14. PYd ééﬂé@%?@ﬂﬁ?lﬁ%@%&%@ﬂﬁ@%ﬂé formula (1) as defined in Claim 1 and for
which R is a sulphur, characterized in that a thionation is performed on the WO 03/078403 214
PCT/FR03/00752 dé¥iasmener ihicharols3ay)ostaganidend it is optionally converted into a
pharmaceutically acceptable salt thereof. 15. Process for preparing the compounds of formula (1) as

defined in Claim 1 and5eforu@ch dsoNH, isbaracteyipadainifiaé the amine derivative of formula (Il) is 5
reacted with a nitrile or a Meerwein salt R5 R6 R7 in which R4, R5, R6 and R7 have the same meanings

as in Claim 1, and itﬂpé@m%ﬂglﬂq GABYRITed Nt R PRERRaERKLSRIY acceptable salt. 16. Preparation:
process according to Claims 13 and 15, characterized in that the 10 derivative of formula (ll) is obtained

from the derlvatéve %f&i%‘é"ﬁ‘ﬂﬂm’dé\%a Ic))/B—Z—methyl propylamide

4-chloro-N-(6-chloro-1H-indazol - 3-yl)butanamide
N -(5-pheny} 6-chl oro-1H-indazol -3- yl)butanamide
N -[ 5-bromo- 6 4-(phenylmethoxy)phe nyl]- 1H -indazol- 3-yl] butanamide
N -[ 5-bromo- 6-(4- hydroxyphenyl)-1H-indazol - 3-yl]butanamide
10  N-[6(4-nitrophenyl)-1H-indazol-3-yl]]butanamide
N -[6-(2-chlorophenyl)- 1H-indazol- 3-yl] butanamide
N -[6-[ 3- (phenylmethoxy)phenyl] - 1H-indazol- 3-yl] butanamide
N -[6-(3-hydroxyphenyl) -1H-indazol-3-yl]|butanamide
N - 6-chloro-5-(4-pyridyl) - 1H-indazol- 3-yI] butanamide
15 N-6-chloro-5(3-furyl) - IH-indazol- 3-yl]butanamide
N -[6-[ 2-chl oro 4-(phenylmethoxy)phenyl]- 1H -indazol- 3-yl] butanamide
N -[6-(2-chloro 4-hydroxyphenyl)-1H-indazol- 3-yl]butanamide
N -[5,6-dibromo- 1H-indazol- 3-yl]butanamide
N -[6-chloro-1H-indazol-3-yl]- 2,2,3,3,4,4,4 heptafluorobutanamide

20  N-6-chloro-5(4-fluorophenyl)-1H-indazol- 3-yl]butanamide



with hydrazine R5 R6 N R7 17. As intermediate products 3-amino-6-chloro-

1-[(2-trimethylsilylet % ﬁéﬁdazole 15 N-[[6-chlorg-
1-[(2-trimethylsi|ylet%éyy %@% y |ndazol-3-yl]]propenam%% N-[[6-chloro- PCT/FRO3/00752

1-(2-trimethylsilylethoxy)methyl]indazol-3-yl]]butanamide WO 03/078403 215 PCT/FR03/00752
N-[[G(3-pyridyl)-1-[(2-trimethylsilylethoxy)methyl]indazol-3-yl]]butanamide
N-[6-(3-pyridyl)-1H-indazol-3-yl]butanamide
N-[[6-phenyl-1-[(2-trimethylsilylethoxy)methyllindazol-3-yl]]butanamide N-[[(6-furan-3-yl)
-1-[(2-trimethylsilyletN kS ihetM)amRea2 b1 15y iseRhahiBdagamide
N-[[[6-(4-benzyloxy)phenyl]-1-[(2-trimethylsilylethoxy)methyl]lindazol-3- yl]Joutanamide N-[
[G(3,5-difluorophenyi){&-[ bk metihasiimphenyllydretdnganet 320) Btapaadeanamide
N-[[6-(3-thienyl)-1-[(2-trimethylsilylethoxy)methyl]indazol3-yl]] butanamide 10
N-[6-(2-phenylethy)NL{B2H{toivetnyiziioethayimethyi]iidbérgaiaicaaiititanamide
N-[6-[4-(methylthio)phenyl]- 1-[[2-(trimethylsilyl)ethoxy] methyl] -1H-indazol-3- yl]butanamide

N-[6-(4-methoxypheqylsdnld dimeipyisiy)pthaspimgiviaifidadazol-3- 15 ylloutanamide
N-[6-[4-(trifluoromethoxy)phenyl]- 1-[[ 2-(trimethylsilyl)ethoxy]methyl] -1H-indazol- 3-yl]butanamide
N-A(E-(2-propeny)- 15 - s Dy M Me ot Relpdazsye viibutanamide
N-(6-chloro-1H-indazol-3-yl)- 1H-1,2,4-triazol e- 1- acetamide
N -(6-chloro-1H-indazol-3-yl)- 2-(cyclohexylamino)acetamide
2-[ (phenylmethyl)amino] -N-(6-chloro- 1H-indazol - 3-yl)acetamide
N -(6-chloro-1H-indazol-3-yl)- 1H-azepine- 1-acetamide
10  N-(6-chloro-1H-indazol-3-yl)- 1-piperazineacetamide
N-(6-chloro-1H-indazol-3-yl)- 2-[ [ 3-(dimethylamino)propyl]amino]acetamide
N -(6-chloro-1H-indazol-3-yl)thiomorpholine 4-acetamide
N-(6-chloro-1H-indazol-3-yl)- 1-pyrrolidineacetamide
N -(6-chloro-1H-indazol-3-yl)- 2 [ 2(dimethylamino)ethyl]amino] acetamide
15  N-(6-chloro-1H-indazol-3-yl)- 1-cyclopropylaminoacetamide trifluoroacetate
N -(6-chloro-1H-indazol-3-yl)- 1-cyclopropylaminoacetamide

N -(6-chloro-1H-indazol-3-yl)- 2-( 2- diethylaminoethylamino)acetamide  tris(trifluoro
acetate)

N -(6-chloro-1H-indazol-3-yl)- 2-( 2- diethylaminoethylamino)acetamide

20  N-5,6-diphenyl-1H-indazol- 3-yl]butanamide



N-[6-(4-fluorophenyl)- 1-[[ 2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3- 20 yl]butanamide

N-[6-[(1,1-dimethyle [[2-(trimethylsilyl)et ]methyl] -1H-indaz ide WO
03/078403 216 PCT\&Q&%%% N-[6-[4- (tnfluoromet?ﬁ?/phenyl] -1- [[2-(trim Bcfﬁ- F%Bg}aﬁgg]methyl] 1H
-indazol-3- yllbutanamide N-[6-(4-methylphenyl)-1- [[2-(trimethylsilyl)ethoxy]methyl]-1H -indazol-3-
yl]butanamide 5 N-[6-bromo- 1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide
N-[6-(3,5-dichlorophenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3- yl]butanamide
N-[6-(4-chlorophenyl)-1-[[2- (trlmethylsnyg?ﬁhox methyl] -1H-indazol-3- yl]butanamide 10
N-[6-(4-ethylpheny\MNIff2 69@9{ 2p|3iMdBENANYBLutanamide N-[6-(4,4,5,5-
tetramethyl- [1,3 ,2] dloxaborolan 2-yl)-1-[ [2- (trimethylsilyl)ethoxy]methyl] -1H -indazol-3-yl]butanamide
N-[6-(4-pyridyl)-1-[[2NArReeRy I AcehexyTneeipxytianintdiol elazob dtrideuiatRinids N-[5-bromo-6-chloro-
1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3- yl]butanamide N-[5-phenyl6-chloro- 1-[ [2-

(trimethylsilyl)ethoxyimsipyéhl biun eipaiekpondiiyhtanaimiesi - 3- yI] butanamide
N-[5-bromo-6-[4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- 20

indazol3-yllbutanamigesN G {ssn 'ﬁrﬁm%jﬂo{agoﬂﬂ eidsippigthoxylmethyl] -1H -indazol-3-
1-[(

yl]butanamide N-[6-(2- chloropheny (trimethylsilyl)ethoxy]methyl] -1H-indazol-3-
5  N-[5(4aminophenyl)-6-chloro-1H-indazol-3-yl]butanamide

N -[ 6-chl oro-5-(4-ethyl phenyl) - 1H -indazol- 3-yl]butanamide
N -[ 6-chloro-5- 4-(phenylmethoxy)phenyl]- 1H -indazol- 3-yl] butanamide
N -[ 6-chloro-5-(4-hydroxyphenyl)-1H-indazol- 3-yl]butaremide
N -[5,6-bi 5 4 (phenylmethoxy) phenyl] - 1H -indazol - 3-yl] butanamide
10  N-[5,6-bis(4 hydroxyphenyl)-1H-indazol-3-yl]butanamide
N-[5-(3-furyl)-6-[ 4-(phenylmethoxy) phenyl]- 1H-indazol-3-yl ] butanamide
N-[5-(3-furyl)-6-([ 4 hydroxyphenyl)-1H-indazol-3- yl]butanamide
N -[5-(4-ethylphenyl)- 6-[ 4- (phenylmethoxy)phenyl]-1H-indazol -3- yl] butanamide
N -5-(4ethylphenyl)-6-(4- hydroxyphenyl) - 1H -indazol- 3-yl]| butanamide
15  N-5(3 pyridyl)-6-[4-(phenylmethoxy)phenyl]- 1H-indazol-3-yl]butanamide
N-[5-(3 pyridyl)-6- (4-hydroxyphenyl) - 1H-indazol- 3-yl]butanamide
N -[5-(2-furyl)-6-[ 4-(phenylmethoxy) phenyl]- 1H-indazol-3-yl] butanamide
N -[5-(2-furyl)-6-(4-hydroxyphenyl) - 1H-indazol- 3-yl] butanamide
N -(5-bromo- 6-chl oro-7- nitro-1H-indazol- 3-yl) butanamide

20  N+(5bromo-6,7-difluoro 1H-indazol-3-yl)butanamide



yl]lbutanamide WO 03/078403 217 PCT/FR03/00752 N-[6-[ 3- (phenylmethoxy)phenyl] -1-[ [
2-(trimethylsilyl)eth -1H -indazol3- yI]butan e N-[6-chloro-5-(4-

-1-[[2-(trimethylsilyl)e hoxy ethyl]-1H-indazol-3- yl]butangmlde 5 B&W¥QO3IOO752
N-[6-chloro-5-(3-furyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3- yl]butanamide
1-bromo-2-chloro-4-(phenylmethoxy)benzene N-[6-[
2-chloro-4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- indazol- 3 -yl] butanamide 10

N-[5,6-dibromo- 1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide N-[5-(4-
fluorophenyl)-6chlort) ([ﬁ ?ﬂ‘?ﬁ?@f% e/r)'é‘ﬁl?éQ AN YRdazol-3- yilbutanamide N-[6-[4-

(dimethylamino)phenyl] -1- [[2 (tr|met_hyIS|IyI_)ethoxy]methy I]-1H -indazol-3- yl]butanamide 15
2-chloro-N-(6chloro-NHE. ididizisica 5y e thmigezn-[5 Y b ttphamidel-|
[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3-yl]butanamide N-[6-chloro-5-(4-methylphenyl)- 1-[[

2-(trimethylsilyl)ethowyjee i llorbs-iragol3-isiidemanicerbhifids-(henyimethoxy)phenyl]
-5-phenyl-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H- 20 indazol-3-yl]butanamide N-[6-chloro-5-(4,4,5,

S-tetramethyl-[ 1,3,2]¢ 3 (tr ethyl] -1H -indazol-3-yl]butanamide
WO 03/078403 2182%[’ g 03/%}3%'&)31’” Ar(HREBNdSHRsASIE"

N-[6-chloro-5- (%nltrwﬂg@ygéﬁ%r étgm}% y}élsﬂ)(l e anzéﬁy%ﬁkw dggr%uérg, aC}Q(}jl?utanamlde

N -[6-(3,4-dihydroxyphenyl) - IH-indazol - 3-yl]butanamide
N -[ 7-fluoro-5-nitro-6-[ 2-(phenylethyl)amino] - 1H-indazol- 3-yl]butanamide
N -(7-fluoro-5-nitro-6-morpholino-1H-indazol- 3-yl)butanamide
N -(7-fluoro-5-amino-6-morpholino- 1H -indazol 3-yl)butanamide

10  N-(5bromo- 7-fluoro-6-morpholino- 1H-indazol- 3-yl)butanamide
N -[ 7-fluoro-6-(trifluoromethyl)-1H-indazol- 3-yl]butanamide
N-(6-bromo-4,5, 7trifluoro- 1H-indazol-3-yl) butanamide
N-[ 6-(6-aminopyrid-3-yl)-1H-indazol- 3-yl]butanamide difluoroacetate
N 6-(6-aminopyrid-3-yl)-1H-indazol- 3-yl]butanamide

15  2-chloro-N-(6,7-difluoroe 1H-indazol-3-yl)acetamide
N-(6,7-difluore 1H-indazol- 3-yl)- 1- piperidineacetamide

the racemic mixtures, enantiomers, diastereoisomers and mixtures thereof, the

tautomers thereof and the pharmaceutically acceptable salts thereof.

9. Pharmaceutical composition, characterized in that it comprises, in a
20  pharmaceutically acceptable medium, a compound defined according to any one of

Claims 1to 8.



N-[6-chloro-5-(4-ethylphenyl)-1-[[2-(trimethylsilyl)ethoxy]methyl]-1H-indazol-3- yl]lbutanamide 5

N-[6-ch|oro-5-[4-(phﬁ%lg§%9 gphenyl]-l-[[Z-(trimethi;% 'yl)ethoxy]methyl]-1H6qu%%k}b§/7|¥%butanamide

N-[5,6-bis [4-(phenylméthoxy)phenyl] -1-[[2-(trimethylsilyl)ethoxy]methyl] -1H-indazo utanamide
N-[5-( 3- furyl)-6-[4-(phenylmethoxy)phenyl]-1-[ [ 2-(trimethylsilyl)ethoxy]methyl] - 10 1H- indazol-3 - yl]
butanamide N-[5-(4-ethylphenyl)- 6-[4-(phenylmethoxy)phenyl]-1-[ [ 2- (trimethylsilyl)ethoxy]methyl] -1H
-indazol-3-yl]butanamide N-[5-(3-pyridyl)-6-[4-(phenylmethoxy)phenyl]-1-[[2-(trimethylsilyl)ethoxy]methyl]-
1H- indazol-3-yl]butanamide 15 _ ) o
N-[5-(2-furyl)-6-[4-(pHeny I MEHE R0 Brveh 2R Eling Ay Rif etHeiirmh &y fhaaciatedn 80 butanamide
N-(6,7-difluoro- 1-[[2t(tontetis)dsikdde tnexopinpeing | deided rudearal +idr- yob) by sorenofdel NvS 1o 8) deb, 7-difluoro-
1-[[2-(trimethylsilyl)ethgxy]methyl]-1H-indazol-3- yl)butanamide 20. . .
N o (dcyanophen TSR ATt e Ao T e 4 hgsplpation f the
N-[6,7-difluoro-5-phdmyIPIofEn (giehearv@silyl)ethoxy]methyl]-1H-indazol-3 - yllbutanamide
5-bromo-2-[[2-(trimethylsilyl)ethoxy]methoxy]pyridine WO 03/078403 219 N-[6-[6-
[[2-(trimethylsilys)ethoixy]metidzykyicyhed-addotel [y taranyeshylsilpethox ydnaethubetbrized in that
-indazol-3-yllbutanamide PCT/FR0O3/00752 N-[6+(2.2-di henyl enzo|1,3]dioxo}5-yl)-1-
[2-(trimethy|si|y|)eth§3<§/‘irr}ﬁa'e¥ﬁo%tq'/ . ﬁf“?n%"é“z%‘l&gf"yﬁgzb sieetleke Sy les et Ho s, for
N-[6-(1,3-benzodioxiibtyeyapeljic(aipl exiigsilyl) it dsegmenh okyleurgdegtagstige diseases, strokes,

cranial ard spinal trauma and peripheral neuropathies, obesity, metabolic diseases,

type 1l diabetes, essential hypertension, atherosclerotic cardiovascular diseases,

10  polycystic ovarian syndrome, syndrome X, immunodeficiency and cancer.

12 Medicina product according to Clam 11, characterized in that the
neurodegenerative disease is either Alzheimer's disease, Parkinson's disease,

frontoparietal dementia, corticobasal degeneration or Pick's disease.

13 Process for preparing the compounds of formula (1) as defined in Claim 1 and
15 for which R is oxygen, characterized in that an acylation is performed on the amine

derivative of formula (11):

N
R5
\
N
N/
R6 N
R7
(I

in which R4, R5, R6 and R7 have the same meanings as in Clam 1, and it is

optionally converted into a pharmaceutically acceptable salt thereof.

20 14 Process for preparing the compounds of formula (1) as defined in Claim 1 and
for which R is a sulphur, characterized in that a thionation is performed on the



yl)butanamide N-[6-(1,3-benzodioxol5-yl)-1H-indazol-3-yl]butanamide

6-chloro-4,5,7-trifluqro-1H-1 le-3-amine N-[6-(6amingpyrid-3-yl) -1-[[2-(tri R{il xy]methyl]
-1H-indazol3- 10 ylﬁ)/géﬁkgafrfrgl%aeég-amino-&bromo- 1H-i%1(f1azole 3-amino-6-br(%1n§£)-¥ -%{i)hbgg%%le
3-amino-5-methyl-1H-indazole 3-amino-6-(trifluoromethyl) -1H-indazole 15 3-amino-5-(trifluoromethyl)
-1H-indazole 3-amino-4-chloro- 1H-indazole 3-amino-5-nitro-1H-indazole
3-amino-6-(3-pyridyl)-1H-indazole 3-amino-4-iodo- 1H-indazole 20 3-amino-6-phenyl-1H-indazole
3-amino-6-bromo-5,7-dinitro- 1H-indazole WO 03/078403 220 3-amino - 6-bromo- 7-nitro. 1H -indaz ole
3-amino - 6-bromo- SYRHYE 119 -WBISY die #afAinde2e-rahd)- 1 HSnaeigRlly converted into a
3-amino-6-[4-(phenyihaatizosyt) philsraddebtakirdalz oherBoB-amino-6-(4-hydroxyphenyl)-1H-indazole
3-amino-6-(3,5-difluorophenyl)-1H-indazole 3-amino-6-(3-thienyl) -1H-indazole

3-amino-5-[[(3-f|uor%henwgmwégmﬁgﬂﬂ%g@ &WUQQ)@E%{MqWHEMiWZOIe 10

3-amino-6,7-difluoro-1H-indazole 3-amino _ thoxyphenyl) -1H -indazole _
3-amino-6-(4-methyf9{idﬂﬂghy%-'fl4\l-}fhdg?@ge”Zed in that the amine derivative of formula (Il) is
5 reacted with anitrile or aMeawein salt

R4 NH,
R5 {
N
N/
R6 N
R7
(1)

in which R4, R5, R6 and R7 have the same meanings as in Clam 1, and it is
optionally converted into a pharmaceutically acceptable salt.

16. Preparation process according to Claims 13 and 15, characterized in that the
10  deivative of formula (I1) is obtained from the derivative of formula (I11) by reaction
with hydrazine

R4
R5 CN

R6 F
R7

(1

17. As intermediate products
3-amino-6-chloro 1-[ (2-trimethylsilylethoxy)methyl]indazole
15 N-[6-chloro 1-[(2-trimethylsilylethoxy)methyl]indazol - 3-yl]] propenamide

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



3-amino-6-(4-trifluoranethoxyphenyl)-1H-indazole 3-amino-(6-(1-propenyl)-1 H-indazole 15

3-amino-6-(4-f|uoro%gﬁyfg%&dazole 3-amino-6-[4-(32f5-dimethylethyl)pheng&.l-_}ll_:kwgg.glg

3-amino-6-bromo-7-'amino -indazole 3-amino-6-(4-méthylphenyl)-1H-indazole
3-amino-6-(3,5-dichlorophenyl)-1H-indazole 20 3-amino-6-(4-chorophenyl)-1H-indazole PCT/FR03/00752
WO 03/078403 221 3-amino-6-(4-ethylphenyl)-1H-indazole 3-amino-6-(4-pyridyl)-1H-indazole
3-amino-5-amino- 1H-indazole 3-amino-5-bromo-6-chloro- 1H-indazole 5 3-amino-5-phenyl-6-chloro-
1H-indazole 3-amino-5-bromo-6 [4-(phenylmethox )phenyl] -1H-indazole 3-amino-5-bromo-6
(4-hydroxypheny!)- 1N He BYE s i rte ety ﬁ@\‘;ﬁ?}'}{’fﬁnﬂwga@"§-)QH+?H6!@':@21%hlorophenyl)
-1H-indazole 10 3-amino-6-[3-(phenylmethoxy)phenyl]-1H-indazole 3-amino-6-(3-hydroxyphenyl)-1H
-indazole 3-amino-NdifOPPE I yHidinyiaze-Brald bdnagigdenino-6-chloro-5-(3-furyl)-1H-indazole
3-amino-6-[2-chloro-4-(phenylmethoxy)phenyl] -1H-indazole 15
3-amino-6-(2-chloron{ingehrexyPhembidetipdazietod retnghbair M blidriatiaeole

3-amino-6-chloro-5-(4-fluorophenyl)-1H-indazole 3-amino -6-(4-aminophenyl) -1H -indazole

3-amino-6-[4-(dimetRy|pinpaRhamy!i-ii-inceaR\& 1yl ethoxy)methyl]indazol- 3-yI]]butanamide

5  N-[[6-(4-benzyloxy)phenyl]-1-[ (2 trimethylsilylethoxy)methyl]indazol-3-

yl]]butanamide

N-{[6(3,5-difluorophenyl)-1-[ (2-trimethylsilylethoxy)methyl]indazol- 3-

yl]]butanamide
N[ 6(3-thienyl)-1{ (2trimethylsilylethoxy)methyl]indazo} 3-yl]] butanamide

10  N-6-(2phenylethyl)-1-[[ 2-(trimethylsilyl)ethoxy]methyl] - 1H-indazol- 3-
yl]butanamide

N -6-[ 4 (methylthio)phenyl]- 1-[[ 2-(trimethyl silyl)ethoxy] methyl] - 1H-indazol - 3-
yl]butanamide

N -[ 6-(4 methoxyphenyl)- 1-[[ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-
15  yl]butanamide

N -[6-[ 4 (trifluoromethoxy) phenyl]- 1-[ [ 2-(trimethyl silyl)ethoxy] methyl] - 1H-indazol-
3-yl]butanamide

N-[ (6-(2-propenyl)-1-[[ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol - 3-yl] butanamide

N 6-(4fluorophenyl)- 1 [ 2(trimethylsilyl)ethoxy] methyl]-1H-indazol-3-
20  yl]butanamide

N{6-[(1,1-dimethylethyl)phenyl]- 1-[[ 2-(trimethylsilyl)ethoxy]methyl] - 1H-indazol - 3-
yl]butanamide



20 3-amino-6-chloro- 1H-indazole PCT/FR03/00752 WO 03/078403 222 PCT/FR03/00752

3-amino-5,6-diphen¥t(7§13§|/8%r%§ 3-amino-6-ch|oro-5-(241-gnethylphenyl) -1H 488?%3/00752
-[4-(phenylm

3-amino-5-phenyl-6 ethoxy)phenyl]-1H-indazole
3-amino-5-phenyl-6-(4-hydroxyphenyl)-1H-indazole 5 3-amino-5-(4-aminophenyl)-6-chloro- 1H-indazole
3-amino-6-chloro-5-(4-ethylphenyl)-1H-indazole 3-amino-6-chloro-5-[4-(phenylmethoxy)phenyl]
-1H-indazole 3-amino-6-chloro-5-(4-hydroxyphenyl) -1H-indazle
3-amino-5,6-bis[4-(phenylmethoxy)phenyl]-1H-indazole 10 3-amino-5,6-bis(4-h droxyphen)él_}lH-indazoIe
-amino-5-(3-furyl)- WL BHERYRFETREN)) BFRM 114 (et MO stRp oy ncevor
6-([4-hydroxyphenylylddténdaizigle 3-amino-5-(4-ethylphenyl)-6-[4-(phenylmethoxy)phenyl]-1H-indazole
3-amino-5-(4-ethylphenyl)-6-(4-hydroxyphenyl)-1H-indazole 15

3-amin0-5-(3-pyridy|&r.i %&H@ﬁﬁ%&ﬁ%ﬁﬁ?ﬁﬁﬂ%@ﬂ%i%@ﬁ%@] methyl]- 1H-indazol-

3-amino-5-(3-pyridyl)- lé hydroxyphenyl)-1H-indazole "3-amino-5-(2-furyl)- 6-[4-ép3henylmethoxy)phenyl]
-1H -indazole 3-am¥MREABIRLGI)- 6-(4-hydroxyphenyl)-1H-indazole 3-amino-5-bromo-6-chloro-7-nitro- 1
H-indazole 20 3-amino-5-bromo-6,7-difluoro- 1H-indazole WO 03/078403 223
3-amino-6-(4-cyanophEnbiproetin g eeByhsimistBorydifietbyt -3 bhithdazol K-yl tuasiamide
3-amino-6,7-difluoro-5-phenyl-IH-indazole 3-amino-6-(6-hydroxypyrid-3-yl)-1H-indazole

N 6-(3,5-dichlorophenyl)-1-[ [ 2(trimethylsilyl)ethoxy] methyl]- 1H-indazol- 3-

yl]butanamide

N -[6-(4-chlorophenyl)- 1-[[ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-
yl]butanamide

10  N{6-(4ethylphenyl)-1-[[ 2-(trimethylsilyl)ethoxy]methyl] - 1H-indazol- 3
yl]butanamide

N-[6-(4,4,5,5-tetramethyl-[1,3,2] dioxaborolan-2-yl)-1-[[ 2-
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yl]butanamide

N-[6-(4 pyridyl)-1-[[ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol - 3-yl ] butanamide

15  N-5bromo-6-chloro-1-[[ 2(trimethylsilyl)ethoxy] methyl]-1H-indazol- 3

yl]butanamide

N-5-pheny}6-chloro-1-[ [ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol - 3-
yl]butanamide

N -[ 5-bromo- 6 4-(phenylmethoxy)phenyl]- 1-[ [ 2- (trimethylsilyl)ethoxy] methyl]- 1H-
20  indazol 3-yl]butanamide

N -6-(4 nitrophenyl) - 1-[ [ 2-(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-
yl]butanamide

N-6-(2chlorophenyl)- 1-[ (2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-
yl]butanamide



5 3-amino-6-(3,4-dihydroxyphenyl)-1H-indazole 3-amino-7-fluoro- 5-nitro. 6-[ 2- (phenylethyl)amino]
-1H-indazole 3-amino-7- - B-nitro. 6-morpholino-1H-indazole

3-amino-7-fluoro-5-amino- -n%?%holino-lH-indazole 3-g!lmj/iqno-5-bromo-7- quorch:-g{Fm%?%/ﬁg i?]%-IH-indazole
10 3-amino-7-fluoro-6-(trifluoromethyl)-1H-indazole 3-amino-6-bromo-4,5,7-trifluoro- 1H-indazole
3-amino-6-(6-aminopyrid-3-yl)-1H-indazole PCT/FR03/00752

N[ 6-[ 3-(phenylmethoxy)phenyl] - 1-[[ 2(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-
yl]butanamide

N -6-chloro-5-(4-pyridyl) - 1-[ [ 2(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-
yl]butanamide

5  N-6-chloro-5(3-furyl) - 1-[ [ 2-(trimethylsilyl)ethoxy] methyl] - IH-indazol - 3-
yl]butanamide

1-bromo- 2-chl oro 4- (phenylmethoxy)benzene

N -[6-[ 2-chl oro 4-(phenylmethoxy)phenyl]- 1-[[ 2-(trimethylsilyl)ethoxy] methyl]- 1H-

indazo} 3-yl]butanamide
10  N-5,6-dibromo- 1-[[ 2(trimethylsilyl)ethoxy] methyl] - 1H -indazol - 3-yl] butanamide

N -5-(4fluorophenyl)-6-chloro-1-[[ 2 (trimethylsilyl)ethoxy] methyl]-1H-indazol - 3-
yl]butanamide

N -[ 6-[ 4 (dimethylamino)phenyl] - 1-[[ 2-(trimethylsilyl)ethoxy] methy |]- 1H -indazol- 3-
yl]butanamide

15  2-chloro-N-(6-chloro-1H-indazol- 3-yl)acetamide
N -5,6-diphenyl-1-[[ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol - 3-yl] butanamide

N - 6-chloro-5-(4-methylphenyl)- 1 [ 2-(trimethylsilyl)ethoxy] methyl] - 1H-indazol-3-
yl]butanamide

N - 6-[ 4 (phenylmethoxy)phenyl] -5 phenyl- 1- [[ 2-(trimethylsilyl)ethoxy] methyl]- 1H -
20  indazo} 3-yl]butanamide

N-[6-chloro-5-(4,4,5,5-tetramethyl-[ 1,3,2]- dioxaborolan-2-yl)-1-[ 2-
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl]butanamide
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N -[ 6-chloro-5-(4-nitrophenyl)- 1-[[ 2-(trimethylsilyl)ethoxy] methyl]- 1H-indazol- 3-
yl]butanamide

N - 6-chloro-5-(4-ethyl phenyl) - 1-[ [ 2-(trimethylsilyl)ethoxy] methyl]- 1H -indazol- 3-
yl]butanamide

N - 6-chloro-5{ 4-(phenylmethoxy)phenyl]- 1-[[ 2-(trimethylsilyl)ethoxy] methyl]- 1H-
indazo} 3-yl]butanamide

N -[5,6-bi 5[ 4 (phenyl methoxy)phenyl] - 1-[[ 2-(trimethylsilyl)ethoxy] methyl] - 1H -

indazo} 3-yl]butanamide

N-[5-(3-furyl)-6-[ 4-(phenylmethoxy) phenyl]- 1- [ 2-(trimethylsilyl)ethoxy] methyl] -
1H-indazol-3-yl]butanamide

N -5-(4ethylphenyl)-6-[4- (phenylmethoxy)phenyl]-1-[ [ 2
(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3- yl] butanamide

N-[5-(3-pyridyl)-6-[4-(phenylmethoxy)phenyl]- 1-[ [ 2 (trimethylsilyl)ethoxy] methyl]-
1H-indazol-3-yl]butanamide

N-{5-(2furyl)-6-[ 4(phenylmethoxy)phenyl]- 1-{ [ 2-(trimethylsilyl)ethoxy] methyl] -
1H-indazol-3-yl]butanamide

N-(6,7-difluorc 1-[[2-(trimethylsilyl)ethoxy] methyl] - 1H -indazol- 3-yI) butanamide

N-(5-bromo-6,7-difluorc 1-[ [ 2- (trimethylsilyl)ethoxy] methyl]- 1H-indazol-3-
yl)butanamide

N -[6-(4-cyanophenyl)-1-[ [ 2(trimethyl silyl)ethoxy] methyl]-1H-indazol-3-
yl]butanamide

N-{6,7-difluorc 5-phenyl- 1-[[ 2-(trimethylsilyl)ethoxy] methyl]- 1H-indazol-3-
yl]butanamide

5-bromo- 2-[[ 2-(trimethylsilyl)ethoxy] methoxy] pyridine
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N{6-[ 6-[[2-(trimethylsilyl)ethoxy] methoxy] pyridyl-3-yl]-1-[[ 2-
(trimethylsilyl)ethoxy]methyl] - 1H -indazol- 3-yl] butanamide

N -{6-(2,2-diphenylbenzo[1,3]dioxol-5-yl)-1-[ [ 2(trimethylsilyl)ethoxy] methoxy] - 1H-
indazo} 3-yl]butanamide

N-6-(1,3-benzodioxol-5-yl)- 1-[[ 2(trimethylsilyl)ethoxy] methoxy]- 1H-indazol-3-

yl)butanamide
N-[6-(1,3-benzodioxol-5-yl)- 1H-indazol- 3-yl]butanamide
6-chloro-4,5,7-trifluoro- 1H-indazole-3-amine

N-[6-(6-aminopyrid-3-yl) - 1-[ [ 2-(trimethylsilyl)ethoxy] methyl] - 1H -indazol 3-
yl]butanamide

3-amino-5-bromo 1H-indazole
3-amino-6-bromo 1H-indazole
3-amino-5-methyl-1H-indazole
3-amino-6-(trifluoromethyl) - 1H-indazole
3-amino-5-(trifluoromethyl) - 1H-indazole
3-amino-4-chlorc 1H -indazole
3-amino-5-nitro- 1H-indazole
3-amino-6-(3-pyridyl)- 1H-indazole
3-amino-4-iodo- 1H-indazole

3-amino- 6-phenyl-1H -indazole

3-amino-6-broma 5, 7-dinitro-1H-indazole
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3-amino-6-bromo 7-nitro 1H -indazole
3-amino-6-bromo 5-nitro 1H-indazole
3-amino-6-(3-furyl)-1H-indazole

3-amino- 6-[4-(phenylmethoxy)phenyl]-1H-indazole
3-amino- 6-(4- hydroxyphenyl)- 1H -indazole
3-amino-6-(3,5-difluorophenyl)-1H-indazole
3-amino-6-(3-thienyl) - 1H-indazole
3-amino-5[[ (3 fluorophenyl)sul phonyl]amino] - 1H-indazole
3-amino-6-(2-phenylethyl)-1H-indazole
3-amino-6,7-difluoro-1H-indazole

3-amino- 6-(4-methoxyphenyl)-1H -indazole

3-amino- 6-(4-methylthiophenyl)- 1H -indazole
3-amino- 6-(4-trifluoranethoxyphenyl)-1H-indazole
3-amino-(6-(1-propenyl)- 1H-indazole

3-amino- 6-(4-fluorophenyl)- 1H -indazole
3-amino-6-[4-(1,1-dimethylethyl)phenyl] -1H-indazole
3-amino-6-bromo 7-amino-1H-indazole

3-amino- 6-(4-methylphenyl)-1H-indazole
3-amino-6-(3,5-dichlorophenyl)-1H-indazole

3-amino-6-(4-chlorophenyl) - 1H-indazole
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3-amino-6-(4-ethylphenyl)-1H-indazole
3-amino-6-(4-pyridyl)-1H-indazole

3-amino-5-amino- 1H-indazole

3-amino-5-bromo 6-chloro-1H-indazole
3-amino-5-phenyl-6-chloro 1H-indazole
3-amino-5-bromo 6-[ 4-(phenylmethoxy)phenyl] - 1H-indazole
3-amino-5-bromo 6- (4 hydroxyphenyl)-1H-indazole
3-amino- 6-(4- nitrophenyl)-1H-indazole

3-amino- 6-(2-chlorophenyl) - 1H-indazole

3-amino-6-[ 3-(phenylmethoxy)phenyl]-1H-indazole

3-amino- 6-(3-hydroxyphenyl)- 1H -indazole

3-amino-6-chlora 5-(4 pyridyl)-1H-indazole
3-amino-6-chlorae 5-(3-furyl)-1H-indazole

3-amino- 6-[ 2-chloro 4 (phenylmethoxy)phenyl] - 1H-indazole
3-amino-6-(2-chloro 4 hydroxyphenyl) -1H-indazole
3-amino-5,6-dibromo-1H-indazole

3-amino-6-chlora 5-(4 fluorophenyl)- 1H-indazole

3-amino- 6-(4-aminophenyl)- 1H -indazole

3-amino- 6-[4-(dimethylamino)phenyl]- 1H-indazole

3-amino-6-chloro 1H-indazole
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3-amino-5,6-diphenyl-1H-indazole

3-amino-6-chloro 5-(4 methylphenyl)-1H -indazole
3-amino-5-phenyl-6-[ 4 (phenylmethoxy)phenyl]-1H-indazole
3-amino-5-phenyl-6-(4 hydroxyphenyl)- 1H-indazole
3-amino-5-(4-aminophenyl)-6-chloro 1H-indazole
3-amino-6-chloro 5-(4-ethylphenyl)-1H-indazole
3-amino-6-chlora 5-[ 4 (phenylmethoxy)phenyl] - 1H-indazole
3-amino-6-chlora 5-(4 hydroxyphenyl) -1H-indazole
3-amino-5,6-bi g 4 (phenylmethoxy)phenyl]-1H-indazole
3-amino-5,6-bis(4 hydroxyphenyl)- 1H-indazole
3-amino-5-(3-furyl)- 6-[ 4 (phenylmethoxy)phenyl] - 1H-indazole
3-amino-5-(3-furyl)-6-([ 4-hydroxyphenyl)- 1H-indazole
3-amino-5-(4-ethyl phenyl)-6-[ 4-(phenyl methoxy)phenyl]- 1H-indazole
3-amino-5-(4-ethylphenyl)-6-(4-hydroxyphenyl)- 1H-indazole
3-amino-5-(3-pyridyl)- 6] 4-(phenylmethoxy)phenyl] - 1H -indazole
3-amino-5-(3-pyridyl)-6-(4- hydroxyphenyl)-1H-indazole
3-amino-5-(2-furyl)- 6-[ 4 (phenylmethoxy)phenyl] - IH-indazole
3-amino-5-(2-furyl)-6-(4 hydroxyphenyl)-1H-indazole
3-amino-5-bromao 6-chloro-7-nitro- 1H-indazole

3-amino-5-broma 6,7-difluore 1H -indazole
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3-amino-6-(4-cyanophenyl)- 1H -indazole

3-amino-6, ~-difluoro-5-nitro-1H-indazole
3-amino- 6, 7-difluoro-5-phenyl- 1H-indazole

3-amino- 6-(6-hydroxypyrid-3-yl) - 1H-indazole
3-amino-6-(3,4-dihydroxyphenyl) - 1H-indazole
3-amino- 7-fluore 5-nitro 6-[ 2 (phenylethyl)amino] -1H-indazole
3-amino- 7-fluore 5-nitre 6-morpholino-1H -indazole
3-amino- 7-fluoro 5-amino-6- morpholino- 1H-indazole
3-amino-5-broma 7-fluoro-6-morpholino-1H-indazole
3-amino- 7-fluoro 6-(trifluoromethyl)- 1H-indazole
3-amino-6-bromo4,5,7-trifluore 1H -indazole

3-amino-6-(6-aminopyrid- 3-yl)-1H-indazole

PCT/FR03/00752



