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- 1 | NDAZOLAM DES W TH ANALGESI C ACTIVITY The present
invention relates to i ndazol am des endowed wth
anal gesic 5 activity, to a method for the preparation
t hereof and to a pharmaceutical conposition
containing the same. Chronic pain is very w despread.
On average, about 20% of the adult popul ation suffers
fromthis. This type of pain is generally associ ated
oW th chronic |esions and/of -degenerative processes.
Typi cal exanples of 10 pathol ogi es characterized by
chronic pain are rheumatoid arthritis,

ost eoarthml éZOi_AtM iy AW@ES#@ EFIVEEE -

[ Ashburn aats Managenent of chronic pain.
Lancet 1999; 353: 1865- 69]. The anal gesi c drugs

e P A SR ARl bt Bl W icese
activith] 1oea hitehad fdrabeiprepdratiantthariciof andttb a pharmaceutical

ant 1 -infl ammat, orﬁ activity, and opioid anal geS| CS.
cofpRegitien £eBIANIRGARS SBMEe i he bases for the "anal gesic

SGAtdhic %ihhs t\lghﬁ\ﬁnc&rs?id@a% O aPeRR aksouf 269, \Wf1thd adult
Heal t h

. ani sation for the Ehar macol ogi cal treat ment
penulatiomsuffarstays dkisof hisdype oFpain is gemeralb'rasspcetewm

ctftliste ey Atfor dienkrfhrbs ?ﬁsv'%%cgﬁzrgé%%fs 3?

paﬁbldgies d:rtaraollelnzaddby ghoomic gpadrh ate/rrte‘umatbei arthoritis,
therefore n

oAt dudis Mplabe:. A ERoHE. Raurf 14 SR

Méh_ﬁ?elfnbﬁﬂﬁf cmme;bauﬁf Lfaddterno9; 38Bo$86HB0D condi tion
sti does not have a suitable treatnent | Scholz J,

gnalgesicHiuge Ceb’ﬁaﬁléﬂs%%bﬁ‘mga‘?sﬁﬁé@?% WoeesseEy ;
&’h%&'dal éﬂ@ﬁ}f@ﬂmg@rﬂég (ﬁ%‘lﬁﬂ%g \ﬁhlﬁ c%?rﬁﬁne the analgesm

armaceuti c conposi tions [ ta for oral
aquﬂgmlﬂarantl -inflammatonaactbvity, aodmpucgd @glalgesms These classes

e85 RaSBE PRI Sn 0B Spall S Pred ol R
thelWplld Hexatibl ©E§jéfyéatldma‘phtﬂe/bhamlmqld)glcalrtr@a*taielny lof pain
rEstheblasean kaiteedten. P thowal B R HeRask LR S
L,ﬁﬁ?§m qggg]-l nfl ammatory, antipyretic, anal gesic and

Chronic pain is often debilitating and causes loss of ability to work and
poor quality of life. It therefore has consequences in terms of both economic
and social impacts. In addition, there is a significant number of patients
whose pain condition still does not have a suitable treatment [Scholz J,
Woolf CJ. Can we conquer pain? Nat Neurosci. 2002 Nov;5 Suppl: 1062-7].

US 3705175 discloses pharmaceutical compositions, suitable for oral or
parenteral administration, comprising indazole-3-carboxylic amides, wherein
the nitrogen atom of the amide group can bear hydrogen atoms, and alkyl,
cycloalkyl, naphthyl, phenyl, or aralkyl groups. US 3705175 does not
disclose nor suggest the compounds of the present invention. The
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peristaltic activities and also inhibit gastric and
saliva secretion. The extensive research efforts
devoted towards identifying a suitable analgesic
conmpound have not yet led to appreciable results. 5 It
has now been found, surprisingly, that a novel famly
of i ndazolam des has these properties. In a first
aspect, the present invention thus relates to an
oindazolanide of formula I:2R7 N\~ O NR6 x 4 RS8 R5
N 10 R2 (I) wherein X is an NHC(O) . or Cg 2

cgrmeynd@porsge%s ertf@@?matomaarawﬁ% GRa Qﬁs"-‘aﬁ‘f‘

péﬂétgﬁfcaef RIS an"i’icﬁE? r?rf]b’@gastn%% %ﬁ@%%ﬁtm I,

am nosul phonyl net Cl 3 al ky
o?rhe:extemmsqsegr@upﬁomdegotadnywac@endeatufymgoa saltable

aﬁ?@??r'&f%%@&cﬁ%?oﬁé&%q%i ﬁgbﬁe%aabg%\y ntl oned

gnmsmcﬂv been idured) alunyrisingig! thataatbvel famitynef indansiamides
stituents chosen fromthe 20 group conpri sing
hﬁ% IOPEFHES- c1 3 al kyl and C1_3 al koxy, R3 and R4,

V\’{H 5 RrdTepBet e prasemh uwenﬂbﬁftﬁu@m:ate@rt@ o iRYEE SR bf
al ogen atom or an amno, nitro, hydroxyl, linear or

fdmm*ﬁ:hed C _3 alkyl, Cl1_3 alkoxy, di(C _3)alkylamn no,
acetyl am no or O(Cl_3) al kyl phenyl group, or R3 and
R4, together, forma 5- to 7-nmenbered ring in which
one or 25 two of the sald menpers ma a, hetero atom
chosen fromN, S

wherein

X is an NHC(O) or C(O)NH group,

R1 is a hydrogen or halogen atom, or an aminocarbonyl, acetylamino,
sulphonylmethyl, aminosulphonylmethyl, linear or branched C4_3 alkyl
or C4_3 alkoxy group,

R2 is a hydrogen atom or a linear or branched C1.¢ alkyl group or an
aryl(C4.s)alkyl group in which the abovementioned groups are
optionally substituted with one or more substituents chosen from the
group comprising halogen atoms, C4_3 alkyl and C1.3 alkoxy,

R3 and R4, which may be identical or different, are a hydrogen or halogen
atom, or an amino, nitro, hydroxyl, linear or branched C1.3 alkyl, C13
alkoxy, di(C1.3)alkylamino, acetylamino or O-(C1.3)alkylphenyl group,
or R3 and R4, together, form a 5- to 7-membered ring in which one or
two of the said members may be a hetero atom chosen from N, S
and O,
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and 0, -3- 0 R5, R6, R7 and R8, which may be identica
or different, are Hor nethyl; and the acid-addition
salts thereof with pharnaceutically acceptabl e organic
and m neral acids. Preferred neanings of RL are H

met hyl and nethoxy. 5 Preferred neanings of R2 are H
nmet hyl and isopropyl. Preferred neanings of R3 are H
nmet hyl , hydroxyl, am no and di met hyl am no. Preferred
omeani ngs of R4 are H nethyB and hydroxyl. A

preferred nmeani ng and R8 is 10 The

Ran Ri6g &1 2N ES: ww\ G\GYttr?e'd@BH%lﬂ{d%ﬁ%fﬁnf cﬁrﬁm ar e ¥las
aHSWé‘%ETda%&ﬂtlorp‘éaﬁ@ﬂff&e@f wﬁ%hﬁﬁﬁﬁéédfﬁ:%ﬁl@gcﬁaﬁ%ﬁa brganic

rats ani ¢ hyperal gesia "I nduced
an@maﬁrai@bldsyperal gesia in diabetic neuropat hy

Pretefikg HpabER LT FO25 Ll and ekl o 15 rmy e
°”f?ﬁ§”§23@‘ﬁ”9’é?dm‘ei'?e““*”e‘”y*aa?“*?m”%‘:j?oﬁ?”
CREREPA TS of R aiadd: SRTAMSTOBr SMCcat by o oc
dﬁTQ)etﬁ9gH|ﬁb| ing the inflammatory response and
associated with the appearance of conditions that

i Rrefefredéneanings pé R4preddpnety! and fadrexybpeci fi cal |y,

t | C nduci ng 20
pgr%lr% éﬁéqthggpﬁ{eg rel ea@g %?%GRQ in [ammtgry soup"
(Ted |aaaly&8|oaécttvhty of |tlmsé bammuudy of é&wpuiiz ¢l) avas dergonsirated
espon3| bl e r laocal _injur an .
b e of o B aotes b 756 macaichyERdogsie
indhaéd @X?HA @nﬁhﬂeclﬁ’émba[fhyp@fralgés@fln digbeperrepopathy of
pai n. is well known, this nodel constitutes a

'WHP?GI by s¥iepteAoteEiidyi ng drugs for use in the treatment
OAs ?sskht?\% R |9tr|(3/r N tﬂe'd?)d\‘i@ﬁwe"i‘i'ﬁgnedi @széﬁHe‘ﬁ%ﬁI%@délé‘

controlTing conditions such hyper al gesi a and
maly| bsogensideregsscpiedistivasif ke af:tmtynﬁrm@@t hol ogi es

CB’F‘A%HSEé& ﬁ%é’%ldég.é réﬁ(rBSeﬁ’tfs aog\/rﬂirome characterized by the
activation of circuits devoted to controlling the inflammatory response and
associated with the appearance of conditions that interfere with the
perception of pain. Specifically, the injection of CFA is capable of inducing
peripherally the release of the “inflammatory soup” (mediators of the
inflammatory response and algogenic agents) responsible for the local
injury, and centrally, in the spinal cord, biochemical changes that sustain the
amplification of the perception of pain. As is well known, this model
constitutes a valid tool for studying drugs for use in the treatment of
inflammatory pain in man and, in particular, in controlling conditions such as
hyperalgesia and allodynia.

Typical examples of human pathologies characterized by this type of pain
associated with degenerative inflammatory processes are rheumatoid

arthritis and osteoarthritis.
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associ ated with degenerative inflammtory processes
are rheumatoid arthritis and osteoarthritis. -4- For
its part, diabetic neuropathy induced by
streptozotocin in rats represents an insulin-dependent
syndrone characterized by a concomtant reduction in
t he speed of conduction of the notor and sensory
nerves and the appearance of a series of

o abnormalities in the percepqion of pain. As is 5 well
known, this experinental nodel constitutes a,. useful

th it AT, sqla'a@tqu@eurepagy ingHced By |SHGPF&Z°E9%%M@#§ of
reP?égé?ﬁé‘hh'lﬁstﬁﬂ cfbd(f!hd@?\? syﬁ@rofﬁé Ehsrdlcirizeby a BBASOmitant
epresents a va exanpl e of a large group of types
redfictieuinihetspeed gfaiondeptienof Hre metorgndeeitnne nerascnd

B2 BREA L B AR Ao MR PP

wdlykhowh, thicexgerinaitahmoelel pahétmlljt@giessefbmcfc&rs'ta@dn@y

dl’Hé%{fg{Blgﬁtql-]? nﬁﬁé{e‘gtrg@? fé%e anﬂ“E\éﬁt he gﬁsl%np?aertlcular the

mbHBIIRPASIdEd 8N@Yd exbAPIB of bﬂér@%‘”@r@up@"{%é& &f neuropathic
sclerosis, sciatica, neura he trigem nal

paie cheraoterizasshy peepemEna wﬁg raﬁdweralgealas%@bwépda@r?ect

oo BEIE R M B IBLOHR s PhBhARb s B FRERRLd ot

Tygical ezxdchmesmf lstatinaa patleolegies chiaractphizaedrby eilysfumtiblys of

R ERa0 1 BoTiPrend PrESTPRNE R e labas EaRe

mﬁr%ﬂﬁiﬁféﬂcféhczgtrémnﬁels@ﬁehhﬁ maltiple sclélds)s, 83iatiBd, e@atgia
N 20 N Ra R5 in which X, R3, R4, R5,

of tiae trigerging! rerveA Wé h@ﬁﬁt'%%ﬂ%’v&? above,

In a second aspect, the present invention relates to a process for
preparing the compounds of formula (I) and the acid-addition salts thereof
with pharmaceutically acceptable organic and mineral acids, characterized
in that it comprises the following stages:

a) condensing an amine of the formula (l1)

R3
R7 X /@4
R6 /

N

HN R8
)
in which
X, R3, R4, R5, R6, R7 and R8 have the meanings given above,

with an indazolecarboxylic acid derivative of formula (llla)
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wi th an indazol ecarboxylic acid derivative of fornula
(I'tla) 25 0-5Y RL/ ~NR2 (llia) in which RL and
R2 have the meani ngs given above, and 5 Yis a d or
Br atom or a group ORor OC(OR, in which Ris an
alkyl with a linear or branched chain containing from
1 to 6 carbon atons, or of formula (Illb) N. / RL ON
/ RL/ O(lllIb) 10 in which Rl has the neani ngs given
-above, to give the indazol apgi-de of formula (1), and b)
optionally, form ng an aci d-addition salt of the
i ndazol am de of fornmula (I) th a pharmaceutically
accept abl e organic or mneral _acid. 15 The am ne of
formula (I11) may be olitaik# acgbrdi ng to conventiona
nmet hods, for exanple by a ation of isonipecotani de
wWth a suitable halide, followeg by reduction of the
amde to a primary am ne ( 98/ 07728) or by
protecting the aninonethyl%ﬁ%eridine wi th benzal dehyde
(fpywkieRt i ¢ Conmuni cations 22(16), 2357-2360, 1992),

alkylation with a suitabl e halide 28 and
dBprandReingve thedneaniagseiyeriabaye. ABfmula (11) in

Wiis B 4 orfBh atbth, of% grdbip MR FICRB)R, in which R is an alkyl with

a linear or branched chain containing from 1 to 6 carbon atoms,

or of formula (llib)

R1

(I1b)

in which

R1 has the meanings given above,

to give the indazolamide of formula (l), and
b) optionally, forming an acid-addition salt of the indazolamide of formula (1)

with a pharmaceutically acceptable organic or mineral acid.

The amine of formula (ll) may be obtained according to conventional
methods, for example by alkylation of isonipecotamide with a suitable halide,
followed by reduction of the amide to a primary amine (WO 98/07728) or by
protecting the aminomethylpiperidine with benzaldehyde (Synthetic
Communications 22(16), 2357-2360, 1992), alkylation with a suitable halide
and deprotection.

The intermediate of formula (1) in which X, R3, R4, R5, R6, R7 and R8

have the meanings given above is novel.
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have the neani ngs given above is novel. -6- In a
third aspect, the present invention thus relates to an
internmediate of forrmula (I1) in which X, R3, R4, R5,
R6, R7 and R8 have the neani ngs given above. The
i ndazoles of formulae (lIlia) and (Il1b) may al so be
obt ai ned according 5 to conventional nethods. For
exanpl e, the conmpounds of fornula (Ilia) in whichY
oIS chl orine may be obtalnedemnth t hi onyl chloride from

corresponding acid (J. Chem 1976, Vol
(I@)a thirsl aspest. 288)oresmnt l@verﬁtmn ﬁﬂ@lﬁﬁ%%t%?nf@?%?‘éﬂate of

fo&r:l?g\il\aﬁll‘_)} if %wk K3l RAORDREOROUF TV hAfe tHRPBEARYsRiven

cation feactions or known reactions for
abborari ng 10 m xed anhydrides (R C. Larock,

oBAR ROk A ERET LR (e ss he SBaifBd spoaiding
tobﬁanv@ht:@maﬂeﬁeamar Hongxdrmaple, &&cod@ﬁt&ﬂdv@lf foraﬁjl@(lllﬁxm
e prese

wiidohs GHlories B b pblamedpiidningsl Byordeaertae
c&%ﬁ?}%‘rﬁ@%@éc:& Q!] nmba Chb}n W78, §of 01@(6) S d?glﬁsépwmba

(I'fra lorine with a conpound
thﬁmmpwr(ds mftfprmnlat (thléa) lpr\f@y@h a(eus@R@r@,q';Tgm nay beuent
{
ol PSR EEBHE S LRSI GoBRRE0 O Rt
mbveelf arhgilrides t(ReC r lesrotk 0Qoinpngstes restiver @rgamc 1] rahsa‘orraa’gms

VOB BB 805 2681 In gy e GRS SR R TGN BE et

obt8in@Br 8dofding @b IO T. FHS, Jlol. ZB/EEHSZFDYG preferably, it
is an aprotjc apolar dil uent | es of swtable

dpraie %maeema@ntcﬁﬁtb@ precegseof the Mrate IRYRIMERaSRse() is
pérﬂfrniéa%ffb’a%uha'éigﬁgf; ﬁ@?k&m}é (@}Mtﬁ@ SrAPsMd 6f

ar diluents~ar or mam
foomural @lanptvwhick Y IBrchlGTerWL*ob@l campound ahfamuia dikpeuhe

o Bheh L BV Bulhbls it 430% o Bl 37l oSl
any €46C forad tlme_mltlg@mme)beiwermaﬁ arad 20 houept or .

AT RATE VKA R S T
A0, PRIVaAtdyetRisR, RS FchAlioRaPi Fanddsefrémkatd 14%oatks.

Preferably, the diluent is aprotic, polar or apolar. Even more preferably, it
is an aprotic apolar diluent. Examples of suitable aprotic apolar diluents are
aromatic hydrocarbons, for instance toluene. Examples of suitable aprotic
polar diluents are dimethylformamide and dichloromethane.

In the embodiment in which a compound of formula (llla) is used, in which
Y is Cl or Br, the abovementioned stage (a) may be performed in the
presence of an organic or mineral acid acceptor.

Examples of suitable organic acid acceptors are pyridine, triethylamine

and the like. Examples of suitable mineral acid acceptors are alkali metal

carbonates and bicarbonates.
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carbonat es and bi carbonates. 0 _7_  According to the
process of the present invention, in stage (b), the
addi tion of a pharnaceutically acceptable organic or
m neral acid to an indazolam de of forrmula (1),
obtained in stage a) is preferably preceded by a
stage of isolating the said indazolam de. 5 Typica
exanpl es of pharnaceutically acceptable acids are:
-oxalic acid, nmaleic acid,- methanesulphonic aci d,

par a-t ol uenesul phoni c_ aci d succinic acid
af\peprding ththpdoraee%s of @@tanS%ﬁ IRVeHRE 4 Blage; @3 aﬂe?d

a?ﬁiﬂéﬂ'?o‘?"a é&{a?ﬁia@eutnéé!w tﬂé'o%arhé‘ of miRerdl EciéistBee:ﬁfI

e pres I nventio tes to a pharnaceuti cal
indazplasiide ofi fayontlai(hj okfainedeinfsiage ablsa@f@imabbffprsceded by a

Qnp an addition salt thereof
SWFH’(% %ﬁ@’g%ﬁ‘ %b@%{%@l%@&pt abl e acid, and at | east
Oﬂwlpbfém@éé iof @hbpmace:tﬁnfwb !aece;mtabte acigs edé eonalic Acid,
i cal, exa a pat ogi con |an
e e GerMeINBR S8R A © AR HEGSTH PR C D SUPET i
aée coitit Adld! Rriahe JME8dtc AN ENfdrethlofic beid: phespkomaatid,
ically, thi's chronic painis referable to chronic

SUIIEEUWH@C@F to degenerative processes, for exanple

ey FE B Q%ﬁe(cﬁ ht'rh'et r%seﬁﬁh@@ﬁ‘f Jrhfélétﬁ fo e f;?ﬁ%{(rﬂ@é%'uﬂbé

oncol ogy p ropat aln an
cdinpositiab chantamneg ;}imeﬁfmnwetamauntomfrqampound obformtda (1), or

2R BRRien ek BaRe s PrbTBRa Y sPSaePlThAl. and apleast

ofﬁ@ronarrﬁé@eatmbhwa&cemabmlneﬁ,mgmﬁaﬁ t abl ets,
granul es, solutions and syrups f.or

SARYPIFSk xaMRIR.of & Rathglogisal cRsien BRI Ak el treated
wﬁﬁtacﬁ}%?nfag:%uﬁeﬂ ﬁhp@ﬁf@ﬁ‘ﬁé&ér@ﬁdgﬁ% 'th& Lb?@@ér'itﬁﬁﬁélﬂﬁnnf ier

rectal mni stration an steri sol utions for
chinopiecpaibl Bypieaiho his cbromip peimismeferableniormhseniglegians gsto

oA AAGE BT el TOE B IR PR A R oM
flbmrm@lgld @rﬁco‘l@gyrphia telramatioit pairsahd the lilez.eof with a

D B 3SR DSl om0 b fgpion are
pFe%'a?é’éﬁl theBriief skfaper dosdier formsor mal  or

Examples of suitable dosage forms are tablets, capsules, coated tablets,
granules, solutions and syrups for oral administration; creams, ointments
and medicated patches for topical administration; suppositories for rectal
administration and sterile solutions for injectable, aerosol or ophthalmic
administration.

Advantageously, these dosage forms will be formulated so as to ensure a
controlled release over time of the compound of formula (1) or of a salt
thereof with a pharmaceutically acceptable acid. Specifically, depending on
the type of treatment, the required release time may be very short, normal or

sustained.
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sustai ned. -8 The dosage forns nmay al so contain other
conventional ingredients, such as: preserving agents,
stabilizers, surfactants, buffers, salts for
regulating the osnotic pressure, enulsifiers,
sweet eners, colorants, flavourings and the like. 5 1In
addi tion, when required for particular treatnents, the
pharmaceuti cal conposition of the present invention

- May contain other pharmacol®gically active

|ngred| ents whose sinultaneo dmi
i G ey e AIeD FoRGTianal pofediSntsy such
as El’ré eéﬁerifé té?al?ihzé’(@aél%%!sc Bhﬁér@%ﬁ%’&ﬂ%@ul@ﬁhg

arnaceutlcal conposi tion of 10 present
themsmﬂcomeﬁalyrevarrwlwzens; awaelgngss.r @n&‘e;ﬂéﬁﬁiﬂiﬁ@ﬂ%ﬁnd
th?mggn factors, for instance the type of disease to be
ted, the seriousness of the di sease, the

uatadﬂittors \Abmﬂwyreqenrghlfor pamticdias agatrﬁemm thehpharet aostudidal
rout e mnistration, the n f il .
comppsiich PLieoEsatVREian M aen atfier SiBmagolqgically
acﬁﬁgﬁﬁg’r@@lé?ﬁs thgé|sﬂrn(1lténeddfs\/‘@d’rﬁrnlst¥d’®nqmjs€wﬂ armunt
15 readily and routinely deterni ned

nmay
pm%amosuat pf @@mpﬁuwh of farpulargh) .oeanf a;salttthere&mma of
H%ﬁm%g[]ﬁc e Gk | rtth h% %Eéu%&é?%ﬁﬁ'{po‘é’itb'ﬁ oféh
pnar maceu IC& accep ta |n t maceut i ca
presemtaaiventam way tvaey wpthms@mlde mngﬁ d@penmmg obh&nowthfagtors,

fob et (e i HEyisSesd 16 B Pl BB i SFHE
dl%%édrﬁs tlgf tbﬁemﬁ;] mélght ggé dldéagg/ffi?“lh gm seldeed msmg&)f
adrpistiation. ey WBbsk %fgfia lé’oaAdE S@'St%‘dttt%@rﬁ#] a"’lfgf Shthgy

seféGedRbm uﬂ\ﬂ”bftfermlmaq{)”%wgvb? QHe@b@im&ﬁ amouttiniay be

m XiI ng, r anul atlon |ng, |ssolut|on
regdidy and zwtlrmiv dﬂ@rmmed bka pez'éotTﬁléI"@@l iniieeartt hat

H@J ReRe ’, | m %’ﬁrﬂfgé#l (tb%‘? ﬁﬁﬁépgoigp#pfgibf Ef %VIS% ;?I:'t‘éreof%/v F]tg
a plnldaxsmactam;nahky amdmableramhtn ther phrayn{eR@utical cordyositien of the
presentclﬁvgn ion WI be su For Ierqsqure a %vepof administration of
between 0.001 and 100 mg/kg/day. Even more preferably, the amount will
be between 0.1 and 10 mg/kg/day.

The dosage forms of the pharmaceutical composition of the present
invention may be prepared according to techniques that are well known to
pharmaceutical chemists, including mixing, granulation, tabletting,
dissolution, sterilization and the like.

The examples that follow serve to illustrate the invention without,
however, limiting it.

In the examples that follow, the substituents on the aromatic ring (R3 and
R4) are indicated with the numbering in bold.

EXAMPLE 1

2-(4-(aminomethyl)-1-piperidyl)-N-phenylacetamide dihydrochloride
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EXAMPLE 1 30 2-(4-(am

i nonet hyl ) - 1- pi peridyl)-N phenyl acet am de

di hydrochloride 0 -g- (AF3R279) (Compound I1:

R3=R4=R5=R6=R7=R8=H, X=C(O NH) a)

N- hexahydr o- 4- pyri dyl net hyl - N- phenvl net hyl i deneam ne

Benzal dehyde (12.7 g; 0.12 nol) was added dropw se to

a solution of 5 4-am nonethyl piperidine (13.7 g; 0.12
omol) in toluene (50 mM). The-solution thus obtained

was stirred at roomte . After 3 hours, the
sol vent was renoved bynzg%%ggg ) on under reduced
pressur Gbémﬂouﬁ@‘ﬁ ;a%&mu@mswsm KBECEO)NEHS h

tol uene (2 x _
rexahydraadp o' yimgthy Y wlidenaaiyinedi neam ne

g%é?%] &@@é {]I 8 1%@)%% a&@gd W?c?va§8 go Wstorlﬂ}btn of
4-21n1ilﬁemﬂ1y1;mpetldlmb)(13 -7pg;p&M R dpol) ilkgitreey (S0cet)ani de The

ol "SRRGS Ghrean kB3R sLR P nSty Br W PR 100

hcmrk ﬂ%@@ﬂ%é@ra@n&&p@?‘évmraﬁéﬁmd@r Rébluced pressure and
N-2- chl oroacet yl ani [i ne E‘zz 4 nol ), prepared

thasreakdyerwaﬁetakfe Uphitves Wit épweps)(Zsy‘é@ miNo 1607, p.

e RS dR MRV Rl AR ABEIGh anint b oPwéé thus
obialrmdnedd\mas ussd w»tbolutffurtheﬁpuoﬂnaﬂonThe react | on

b)" . d 1.C .pperature and
f BB arEeE under reduced

Wmﬁwwcapcb;idﬁed h@&ieiuﬁbé@usswgbaa)rmbvee(%zog 0.13 mol)

ded 3N
WL ABEPHEE b APaPIUES RANS! (10maand,RUs fne SLBRREFIEP! od
ooty REROHBIGRBIAAAL (20 J roemmcq | gt Aed

was washed times with et acet at e x 50 m). The

in Reilstain (I@ﬁa@b N@3686.50.1345 alnd LB POlGAURBCHbERES
¢ 80 m). Th
(336 0254 bkl abr oS MRBRIRSAND-L 20 05 ol vent. wae <

the 25 sol vent was
r'EhmsrmbdnsmvtimercﬂItaload wederefiugdd derd1® heasuidetreagiiore

mg}t‘re és gflowe hgogl to rgor[%etr | d;yer%tu% %ﬂ‘é’%?(te de tﬁ1m ﬂ?ra{elo
wa"s € Of(cﬂﬁthei@tﬂﬁdéb’rbhuéed)blﬁwslu% BniHRs essitias el @bsiained was
suspendeg?n BIC\)JrIlICI (90 ml) and stirred at room temperature for 2 hours.

The solution was transferred into a separating funnel and the acidic

aqueous phase was washed 4 times with ethyl acetate (4 x 50 ml). The
aqueous phase was basified to pH 13 with 6N NaOH and extracted with
dichloromethane (80 ml). The organic phase was dried over Na;SO4 and the
solvent was removed by evaporation under reduced pressure to give 2-(4-
(aminomethyl)-1-piperidyl)-N-phenylacetamide (10 g).
c) 2-(4-(aminomethyl)-1-piperidyl)-N-phenylacetamide dihydrochloride

The product prepared as described in stage b) above (4 g) was converted
into the corresponding dihydrochloride by dissolving in ethanol (60 mi),
adding hydrochloric ethanol (5 ml) and crystallizing from 95° ethanol.
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The product prepared as described in stage b) above (4

g) was converted into the corresponding

di hydrochl ori de by dissolving in ethanol (60 m), 30

addi ng hydrochloric ethanol (5 m) and crystallizing

from95 ethanol. -10-

2-(4- (Am nonet hyl ) - 1- pi peri dyl ) - N- phenyl acet am de

di hydrochloride (3.5 g) was thus obtained. mp.: 288C

o(dec.) Elenental analysis ) For ClL4H2IN3O2HCI H20 C H

N_ Found %49 73.7.55 12.21 Calculated % c? 71 7.45

12-(A4Anipametng)- 1 HirghidySyN-phenylacetamide dipydroghlpiide “o¢
2H); 3.04-3.26 (m 4H); 4.18 (s,

(%?Dg?%\’?sltga?ﬁét%@%dw, 1 H; 7.35 (t, J=7 Hz, 2H);

n7p.688BYC (de@) Hz, 2H): 8.33 (broad s, 3H); 10.18 (s, 1

; . 1 H. EXAMPLE 2 10
Ei%“?’g‘%‘ %%algélg 2- (phenyl am no) et hyl ) - 4- pi peri dyl ) net hyl
For C1{Ho NeOI2H@HO ) - 1 H i ndazol e- 3- car boxani de

hydrochl oride (AF3RL 72) Conmpound 1
R1=R3=RA=R5JH&=R7=R8=H_ R2¥H - (317 X=C(ONnH)

F&u&&.r/jyét hyI [ 49/17% 1 Hi ndaz;oég 3-car box LI, %I ori de

(I7—o 0, 9ot )—prepated—as described—Tm EP-A©

Calb'aleﬁéa%vas aAiét port| onyi7/s4bto a 15 SJSEQIQSI on of

'3 G BHS G eB i1 7R (7 bnd 00w SHhe 7ok 2

3@|4X3 QB?M’VQH)SHHVST(?dZPI‘) 7@2'{1 Ueirnes AWy . 391t @=T‘9¥2V 2H);
sol vent was then're ed by evaporation und
7. |6§ddcéﬂ7 bize 26y & 331theoad %s?oldl,ué Okt (2 ikBin 11971 @&, 1HN
NaCH (100 m) and di chlpgx g ippe (100 M) 20 and
transferred into a sep nnel . The organic
NBdé”e(?mxosZeﬁﬂmlvlaﬂnlootethvlo}4etnlpedd‘dmetw_az‘smmem\dethvl)-

sol vent (%Bé)educed

pressure o mmy
PYCHripddnay: Rl1am=mr=<m=twmm8 6] RRERG3H;, X=C(O)NH)

1-(1-Methylethyl)-1H-indazole-3-carboxyl chloride (17.5 g; 0.079 mol)
prepared as described in EP-A-0 975 623 was added portionwise to a

suspension of the product prepared as described in Example 1b) (19.5 g;
0.079 mol) in toluene (300 ml).

The reaction mixture was stirred at room temperature for 6 hours. The
solvent was then removed by evaporation under reduced pressure. The
residue was taken up in 1N NaOH (100 ml) and dichloromethane (100 ml)
and transferred into a separating funnel.

The organic phase was separated out and dried over Na;SO,4. The
solvent was then removed by evaporation under reduced pressure and the
residue thus obtained (20 g) was purified by flash chromatography, eluting
with a 7/3 hexane/ethyl acetate mixture.

The product obtained was converted into the corresponding hydrochloride
by dissolving in ethyl acetate, adding hydrochloric ethanol and crystallizing
from a 9/1 mixture of ethyl acetate/absolute ethanol.
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with a 7/3 hexane/ethyl acetate m xture. 25 The
product obtai ned was converted into the correspondi ng
hydrochl oride by dissolving in ethyl acetate, adding
hydrochl oric ethanol and crystallizing froma 9/1
m xture of ethyl acetate/absolute ethanol. 0 -11- The
desired product (12.8 g) was thus obtained. mnp.
201-202C (dec.) Elenental analysis For C25H31N5CR- HCI
oCHN Found % 63.83 6.74- h4.75 Cal cul ated % 63. 89
6,86 14.90 5 1H NVR ( 1.55 (d, J=7 Hz,
6Hye desi Equ}ic(tm2§ §Wa§ 333 @'”e?m él—l) 4.16 (s,
t, J=7 Hz, 111); 7.11 (t, J=7 Hz, 1H);
m?"f‘ﬁ%@’?o@f(ﬁ?&i H: 7.66 (d, J=8 Hz, 2H): 7.79 (d, J=8
Elamentalynalgsis8 (d, J=8 Hz, 1 H); 8.37 (t, J=6 Hz, 1

Fi)C, 0D AEpad s. 1 H: 11.04 (s, 1 H. EXAWLE 3
N3- ( (1- (2- 0¥ 2- ( phenyl ani k) et hyl - 4- pi pRri dyl ) met hyl

N—r

-1 M1 ndazolle; 3- carboxamde fosVliate (AF3R276)
Fe ‘nrf’oundl 38R0 =R3=RA=RBM6=R7=Ra=H_| &P NH) A

Caﬁh}étté@% T tdBeSQroduct P BRRY ec ed as descmggd |n

CAAITPrT© 17 U) %K) U. UA_U IIUI) I T UI C II Ul UIICl IId.IIC

"H-BIMRI(3, mansscade)ed 55 (dy Jx7cip NG .50+ (m,t5H); BE0G:3.70

(16D 1 b 0P 98 (Beptetad = Ha, 1Y 1 oy Atz i 7,203
7. eo%ﬁﬁ 46? 7.66; dOJQS?HMH), 7mge(aaueg Has wﬁ)sgmlst(adﬁ):a Hz,

i n toI uene (30 m
1Wt8é?’7§t+’1'@ﬁ”¥g1§9 ?Q}Q%@%,aﬂ'@ré Q4 (s1dHiours, " the

reaction mxture was tg g gd into a separating
funnel . D chl or onmet han was added 20 and the
olN@«(1l-2-phaLe(phmsviensihothy)-§-miperidylorethyhel Hringazote-3-

Fs)g?\s/:nrva\?vaze?ﬁr aérgd otat ! agg %t %QF%EJ}G)NaZSOAf. The
(Compound I: R1=R2=R3=R4=R5=R6=R7=R8=H, X=C(O)NH)

A solution of the product prepared as described in Example 1b) (5.7 g;
0.026 mol) in dichloromethane (30 ml) was added, via a dropping funnel, to
a suspension of 7H,14H-indazolo[2’,3":4,5]pyrazino[1,2-blindazole-7,14-
dione (3.7 g; 0.013 mol), prepared as described in J.0.C. 1958, Vol. 23, p.
621, in toluene (30 ml).

After stirring at room temperature for 18 hours, the reaction mixture was

transferred into a separating funnel. Dichloromethane (30 ml) was added
and the organic phase was washed with 1N NaOH. The organic phase was
separated out and dried over Na,SO,4. The solvent was then removed by
evaporation under reduced pressure and the product thus obtained was
converted into the corresponding tosylate by dissolving in ethyl acetate,
adding a stoichiometric amount of p-toluenesulphonic acid and
recrystallizing from 95° ethanol.

The desired product (4.3 g) was thus obtained.
m.p.: 215.56-217.5°C
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evapor ation under reduced pressure and the product
t hus obtained was converted into the correspondi ng
tosylate by dissolving in ethyl acetate, adding a
stoichionetric amount of p-tol uenesul phonic acid and
25 recrystallizing from95 ethanol. The desired
product (4.3 g) was thus obtained. mp.: 215.5-217.5C
-12- Elenental analysis For C22H25N5Q2' C7TH3(3S-1/2 H20
cC HN Found % 60.71 5.92 -112 24 Cal cul ated % 60. 82
E%.QS 1? 23 '"HNWVR (3, DMSO-d6): 1.48-1.73 (m 2H);
mental apalysis 3H); 2.28 (s, 3H); 2.93-3.65 (m 6H):
Fﬂr@ﬂsﬁNs%Eb;HZo%ﬂz%dm 12H); 8.18 (d, J=8 Hz, 1
= 3.

, J—0 HZ H 9.63 (broad 5, 1 H),
10.52 (s, 1 |HP: 13.57 (s, |HH . EXAMPLE|N

AR WAV R LA SONPABAE Lo MR IIN  1L S AR

raVYal
CTUT TUATATIT UL |yul \"AVE D]

c@f@%ﬁe\?@a% (Coem)eznd | : RIFR3g84=R5=R6=R}$R83H,

C[ O NH)

HWRz(ﬁl DM$<D1ddhz 4&137%émbék®|1 Rt 9 da, ShiloayB (s, 3H);

I 6 ! d n
2338551, G470 (o 28T 7788, T 5o 48§, JESRRTTH
83.30@2,6)=tbHE, 1l|d) €na3 ¢oroad s, dé-!s)cﬂOlﬁQo(su hHY,. 13ved (s, O+é)m

1976, Vol . 19 (6), pp. Z48; in toluene (65 n),

and the reaction m xtur%&ﬁ&ﬁl uxed for 2 hours. The

S ONBg"-(2aSo- 21@h@ﬁvmadomthﬁ¥ambeﬁd\mﬁnemdnﬁ be@lmem-

pressure andthere3|duevva t ak . up, tw c

tol uene (ipdazelg-3rearboxag)ige yEochio) i pqﬂ%l]yt (7 9),

et 2M Q I'RDE
xgp(ﬁibl IO)F(kg Sfkaw %41%‘{ Fgﬁ%?@m H Rg E?Hé(?ﬁ )@C(O%NH)
i das l ACBTODX {ideoxam de hydrochl ori de
2? [ 5[11 58 nﬁll Wﬁwoﬁ'\ﬂéé 2hal@d Q%bsggﬁglbhtb?d in
=L iehy KGR ¢

1-benzyl-1H- lndazole 3-carboxylic acid (6.5 g; 0.026 mol), prepared as
described in J. Med. Chem., 1976, Vol. 19 (6), pp. 778-783, in toluene
(65 ml), and the reaction mixture was refluxed for 2 hours. The solvent was
removed by evaporation under reduced pressure and the residue was taken
up twice with toluene (2 x 50 ml) to give the desired product (7 g), which was

used without further purification.
b) N3-((1-(2-ox0-2-(phenylamino)ethyl)-4-piperidyl)methyl)-1-benzyl-1H-
indazole-3-carboxamide hydrochloride
By working in a manner similar to that described in Example 2, the
product prepared as described in Example 4a) (8.2 g; 0.030 mol) was
reacted with the product as described in Example 1b) (7.5 g; 0.030 mol) and
the reaction product was converted into the corresponding hydrochloride.
The desired product (4.5 g) was thus obtained.
m.p.: 196-198°C
Elemental analysis
For Co9H31N502-HCI-1/2 H0
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product prepared as described in Exanple 4a) (8.2 g;
0.030 nol) was reacted with the product as descri bed
in Exanmple 1 b) (7.5 g; 0.030 nol) and the reaction
product was converted into the correspondi ng
hydrochl ori de. The desired product (4.5 g) was thus
obtai ned. 25 mp.:196-198C El enental anal ysis For
C29H31INSO2 HCI-1/2 H20O -13- C H N Found % 66.19 6. 28
©13.24 Calculated % 66.09-6.331 13.29 ' H NVR (8§,

COCT3] ™ 1.64-2.40 (m 5H ] 3.10-3.77 (n .6H); 4.13 (s
558 (1L 11y 7 00d¥ a0 (m 13 {N7 74 (4 3-3

2H) ;
Fhind % H): 8. /3.4, J=8 Heglok) |  10.88] 3,041 M)

IT 26 (roa 1 Hy T EXAWPEE 55

Chluldtéd 02- ox®B&R09 (4- ((pheny.3rkt hyf oxy) phé8yA9) ami no) et|h

"HNMB L5 LECHY Llea At SAF AR S 7 b p (s, 2H): 5.58
(s@éﬁ?ég.gﬁ?ﬁﬁswfﬁ%ﬂ 7 Ra7d; 938THz, RBH48 Q2HACHE® Hz, 1H);

a) N
1Q.884s( ag?iénﬁ@nébmd)%ﬂﬂ)phenw ) - 2- (4- (ami nonet hyl ) - 1-
10 pi peridyl) et hanam de-pxgipghkor i de The product

prepared as described i la) (68 g; 0.34 nol)
was N3eHdi(Babxa-24i(4-((phenylmethyl)oxy)phenyl)amino)ethyl)-4-
N1-(.4- 2. ;

: ot SURL ORI NRARARE SR 331)

JCohmpbundoh®N=RASI5=RE-R73RE3H, R2=HIH, R398-00H5Gitg
in a manner simlar to {hat cﬁsgribed i n Exanpl e 1b).
15 The oily residue (1225'@%0? B obt ai ned was purified

a)PM1f 3B hHIAETH, RS X ABRENyIR UL BfninbTetRIL 9L 4/ 1

chtor ot of M met hanol / aqueous _anmoni a n Xt ur e.
Nliperdyljathangmite ydrpchloride

T ? _ o . ) et .

CIRABRED bt AR AREL Y il RS (041 6 1aangpn e
reacted with N1-(4-((phenylmethyl)oxy)phenyl)-2-chloroethanamide (93.7 g;
0.34 mol), prepared as described in Indian J. Appl. Chem. 1967, Vol. 30(3-
4), pp. 91-95, working in a manner similar to that described in Example 1b).

The oily residue (120 g) thus obtained was purified by flash
chromatography, eluting with a 10/4/1 chloroform/methanol/aqueous
ammonia mixture.

N1-(4-((Phenylmethyl)oxy)phenyl)-2-(4-(aminomethyl)-1-
piperidyl)ethanamide base (70 g) was thus obtained, which was converted
into the corresponding dihydrochloride by dissolving in ethanol, adding
hydrochloric ethanol and recrystallizing from absolute ethanol to give 65 g of
the desired product.

Elemental analysis:

For C21H27N302'2HC|
C H N
Found % 58.88 6.75 9.55

Calculated % 59.16 6.86 9.85
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20 into the correspondi ng di hydrochl ori de by

di ssolving in ethanol, adding hydrochloric ethanol and
recrystallizing from absolute ethanol to give 65 g of
the desired product. Elenental analysis: For
C21H27N3O2.2HCI C H N Found % 58.88 6.75 9.55

Calcul ated %59.16 6.86 9.85 -14- 'H NWR (6,

DMSO-d6): 1.45-1.70 (m 2H); 1.70-2.20 (m 3H); 2.72
o(s, 2H); 3.02-3.68 (m 4Hy144.12 (s, ZFD 5.08 (s

NI L st bl et b0 h20 LM 3B 2. 78 GH:

3()%3@@(&9 4H) 412(s 2H 5.08 (s, 2H); 700(d J=9 Hz, 2H); 7.26-7.48
phenyl et {ﬂ)phen | ) ami'no) et h

(nyﬂlf )43&61 pleﬂldgf 23&&3 ¥ 1 {s, 131'()11 éthy19.92 (s, 1H)

(Iﬁﬂ)eﬁd‘d)mé’thm W-metbvleﬂ'ani)eﬂ-lalsdam:ﬂe&dmdoxmm A 0

N SR gRERg T R TRty o bRgY e KERT B2 hath iy

pr’ébﬁﬁéd gy desthssrpin ER.A0'SH62S was dadedi rivﬂs@t@ﬁm €
5a) (49.5 n tol uene (500 i

SURBREB IO T H@(@m!ra@hhyb@w)ahem&%@eﬁmnam@ by 6
l;

PipEeR Atharm By plep i8I dpReppS8 i Enthite 8 ISL ITe

0.0Asnol), an§®leened50(atrrd).a separating funnel. The organic
IR EattRn3PREI2 ik, S v R B RRer Shorliegge

then dittersce Thedsdlidethue Dbthired s takbhaipnie®N RaQhl ands

cighErorAetiAR 8 THE caare WA TS/ eq18te 4 Pbetngfintel. The

orgBAilcYase was E8paratedBulNeld diiel! dNer Na,SO,. The solvent was

removed by evaporation under reduced pressure and the residue thus
obtained (75 g) was crystallized twice from isopropanol to give 56 g of the

desired product.
m.p.: 113-115°C

Elemental analysis

For C32H37N503

C H N
Found % 71.03 7.19 12.95
Calculated % 71.22 6.91 12.98

'H-NMR (5, DMSO-dg): 1.24-1.44 (m, 2H); 1.54 (d, J=7 Hz, 6H); 1.48-1.78
(m, 3H); 2.10 (t, J=11 Hz, 2H); 2.87 (d, J=11 Hz, 2H); 3.05 (s, 2H); 3.24 (,
J=6 Hz, 2H); 5.07 (septet, J=7 Hz, 1H); 5.07 (s, 2H); 6.96 (d, J=9 Hz, 2H);
7.20-7.48 (m, 7H); 7.54 (d, J=9 Hz, 2H); 7.78 (d, J=9 Hz, 1H); 8.19 (d,
J=8 Hz, 1H); 8.23 (t, J=6 Hz, 1H); 9.52 (s, 1H).
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Found % 71.03 7.19 12.95 Calculated % 71.22 6.91
12.98 "HNWR (S, DVMBO-d6): 1.24-1.44 (m 2H); 1.54 (d,
J=7 Hz, 6H); 1.48-1.78 (m 3H); 2.10 (t, J=11 Hz,
2H); 2.87 (d, J=11 Hz, 2H); 3.05 (s, 2H); 3.24 (t,

J=6 Hz, 2H); 5.07 (septet, J=7 Hz, 1 H); 5.07 (s, 2H);
6.96 (d, J=9 Hz, 2H); 7.20-7.48 (m 7H); 7.54 (d, J=9
Hz, 2H); 7.78 (d, J=9 Hz, 1 H); 8.19 (d, 25 J=8 Hz, 1
oH); 8.23 (t, J=6 Hz, 1 H-1%.52 (s, 1 H). -15- EXAMPLE
6 N340-(2-((4-hyd

roxyphenyl ) am no) - 2- OXO%MME)Q—DI peridVl ) nmethyl)-1-(1
NW1hc2L@hnwh}o>&pHthwmo$Qﬁoﬁ@éthwm%ueéndvnmethvn 1-(1-

Aydrochl ori de (Al—dHZ/E%ﬁ (tmx mpound
R1 <pethwietind)-til-indaeplerd-enr am1d@h¥drqthorbdﬂfﬂ°@m783 A

(g} 0 W15 RS SRS rBRERA, 45 S55RALATH BN

m\ sohdisniofdhe gpeodict prepaned 1A EXbrBed(i6 .B&nyp)le &t (3806 gsi

5 . N ' ' t h fi
0 0 Pl 55 ool PAE Bl b BetRRnr St dth FoE
(3PP Ht £0 pshior Brivslys! Th@ uéacﬂi@hahme\Wés frvRitdred anatthe
the corresp ondlng 10 hydrochl oride by dissolving in

fillipteovas eoBeeriFRIE W@rﬁ@d%ﬁ%m@ﬁ%ﬁ ¢ ethanol and
¢
{ﬂgé Eﬁdcﬂlét Oﬁd EF@H@QéebH\t/&xgdC dﬂ‘\e cb@ %d’rﬁjn%? go

esire errent
hyatiatlyieiide by@sm@ng 1matzeeluta ettaroN adamgwuy%emome ethael

e ot (e oo s g o
m:b 7572°C1(Hed)”n J3I7-|) sz 25-3: 62 (7g1 SH) , Jf.gozlz(s:2 2!—I);
Elgmnt Sag%tlxsfﬁ 1H: 7. 35-H)7f49'(m(3’H); 7.79 ’(d,H?J’zg
Fae. N0, BCk7 (0, J=8 1 b, 1H); 8.36 (1, =6 e

I+, 9.3 H 9. 89T(broad 5, 1 7 10.62 (S, 1
H) . C H N

Found % 61.76 6.76 14.44

Calculated % 61.78 6.64 14.41

'H-NMR (8, DMSO-dg): 1.55 (d, J=7 Hz, 6H); 1.46-1.75 (m, 2H); 1.75-2.10
(m, 3H); 2.95-3.64 (m, 6H); 4.07 (s, 2H); 5.08 (septet, J=7 Hz, 1H); 6.75 (d,
J=9 Hz, 2H); 7.20-7.31 (m, 1H); 7.35-7.49 (m, 3H); 7.79 (d, J=9 Hz, 1H);
8.17 (dt, J=8;1 Hz, 1H); 8.36 (t, J=6 Hz, 1H); 9.37 (s, 1H); 9.89 (broad s,
1H); 10.62 (s, 1H).
EXAMPLE 7
N3-((1-(2-ox0-2-((4-nitrophenylamino)ethyl)-4-piperidylmethyl)-1-(1-
methylethyl)-1H-indazole-3-carboxamide (AF3R335)
(Compound I: R1=R4=R5=R6=R7=R8=H, R2=i-C3H;, R3=4-NO,,
X=C(O)NH)
a) 2-(4-(aminomethyl)-1-piperidyl)-N-(4-nitrophenyl)acetamide
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20 EXAMPLE 7

N3-((1-(2-0x0-2-((4-nitrophenyl)am no)ethyl)-4-piperid

yl)methWl )-1-(1- nethylethyl)-1

H i ndazol e- 3- car boxam de (AF3R335) (Conpound 1I:

Rl =R4=R5=R6=R7=R8=H, R2=i- C3H7, R3=4-N®2, X=C(O) NH)

25 a)

2- (4-(am nonet hyf - 1- pi peridyl)-N(4-nitrophenVl)acetam
°ide 0 -16- The product pred&r-ed as described in

ARG brordatofl ashestrBRA o BRniTa 95 T8y 094 mol) was

redetad W|tMKN1<g41§ltﬂdtbhénwm@iloﬁje‘!hélﬁémm Sebeg odeseddihed
i n Exanple ol |y residue was t hus

WREKRg e maamrﬁﬁ@"qmp.tha%ewlbpﬂaa ExaBrRle Bt ogr aphy,
AN biip Gediibd (20 ?(Aéé}hﬁ@%gfégﬁ%,fatﬁwgé@ahﬁéamyq%a_

ammnamxture 0 give |redp
clEperatographyneluting withrol 0811 shlorafopnnethanofagueoys

oihts e BUBR R GGR 50 19,15 1 o

Eléhl)entélldﬂalﬂéls 10 J=12 Hz, 2H); 2.72 (d, J=7 Hz, 2H);

12 Hz, 2 3.21 s, 2H); 7.90 d, J=9 Hz,
F@ﬁ-ﬁg Féq‘&@]y 1QHl7_|) 2H) ( " (
NB- ((1 (2 0>Q;2 ((4 nltronppnyl)am no)ethyf 4- p| peridy

prethyt)=1=(1I—methytethyl )=t ndazote=3-tarboxamde

Faundi%Vet hyl et5|7y23 1H i ndar@l0 3- car boxyl 188Bori de (3.[1

Cllsyigdd Tbg.az, P ePar efledh 0eo ! Do Idabr, A b

wwm% msmﬁagmf@)cqrzh nmdwfm EmTﬂnl £8-1298 (rfh; 9H); . 17 (t,

in toluene (300 reacti on m Xt u

Jwﬂ@sHé,tZH)r )é?d7%1(d rGdrhiz, )er2a8%£ds JdR2 Wz.ridk 3.2 1rtse 2H) 7.90
sgl_gﬂ}t ij%tzgqgodegrp&egkﬁy evapor ati on under reduced

bressuf resi due’was taken up in 1 N NaOH and
b)d\ 3400 1e{2ooxa-Be((de-nitiiphemyk aonimeo )atiy/l)-4-piperidyl)methyl)-1-(1-

methylethyl)-1H-indazole-3-carboxamide

1-(1-Methylethyl)-1H-indazole-3-carboxyl chloride (3.1 g; 0.013 mol),

prepared as described in EP-A-0 975 623, was added portionwise to a

suspension of the product prepared according to Example 7a) (4.07 g,
0.014 mol) in toluene (300 ml).

The reaction mixture was stirred at room temperature for 6 hours. The
solvent was then removed by evaporation under reduced pressure. The
residue was taken up in 1N NaOH and dichloromethane. The mixture was
transferred into a separating funnel. The organic phase was separated out
and dried over Na,SO4. The solvent was removed by evaporation under
reduced pressure. The residue thus obtained was purified by flash
chromatography, eluting with ethyl acetate, to give 2.8 g of the desired
product.

Elemental analysis
For C2s5H30NgO4
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transferred into a separating funnel. The organic
phase was separated out and dried over Na2SO4. The
sol vent was renoved by evaporation under reduced
pressure. The residue thus obtained was purified by
flash chromat ography, eluting with ethyl acetate, to
give 2.8 g of the desired 25 product. El enental

anal ysis For C25H30N604 o0 -17- C H N Found % 62. 62
°6.38 17.33 Calculated % 627/5 6.32 17.56 1H NMR (5,

CDCl 3) : 1.36-& 55 (m 2H) ; I—i]'61 (d, J=7 Il_\E’ 6H) ;
t )

232 (4 2.95 (d

ey “earuy aa < =T =T

FagAd klz, 2H)| 53015 (o 2165846 (1. Jire 20,

489 (septet), J=7 Hz, T H);_7-.19 (U, J=0 T H);
Calcuated 30 (n162Z5H) 7.351B.3) (m 2H): 17J5§(d J=9

HW%% g@c@ qjs%éﬁg,grgfﬂ@ (9=0442, 619); 185-1 9Fm,

38):rEBDyid, N34 2 1HE 218K @- F5 (hheny iz 219); &t 1§/ (9, 2H)pB e (td

PYAHERBR ) o hbaih P M B AT A 08 2%

1P4f<3( %NFBO i, aM 27 95% NG Wiz ZH)71842H éadﬁ@HQLZH) 8.38 (dt,

razi no I'i ndazol | one i onyl

Jt&ﬂdﬂz,dﬁx)g 9B 0s, 1!7')151 mol ) was added to a suspension
of 5-nmethyl-1 Hi ndazoéggl’%;qg-:r onyl ic acid (12.2 g;

0.056 nol), prepared a ed in J. Heterocyclic
Criemeth@ed3-(Me(2-oto-5ph2Bgladdio)eitimyl}-dt pigers ) b3t hvi) -1 H-

and the reacti,o ture. refl uxe urs. The
sol vent M@%&%@é@&%&%&%&@%duced
pr eS6kpeuAad; Rmec}gsmuaaw —RE<RB= R&R&*HextO((l)\?NH)

t ol ue neto7q_h of the desired product
a) 2.9-dimgthyl-7Th 14k lnslazolleFQ L4 . pyrazinogk 2«iindazole- £ 14pdione

Z'H)hon}l]l cﬁﬁorﬁcﬂe 113 dﬂm%w'{oﬁénv deith tola %‘%siﬂe)b\)slon of

Z- 0x0- 2 am no) e 4-pi perid
Swgthglt—ﬂgmr)da__zmle 3 carboxylic acid (12.2 g; 0.056 mol), prepared as

described in J. Heterocyclic Chem. 1964, Vol. 1 (5) 239-241, in toluene
(130 ml), and the reaction mixture was refluxed for 4 hours. The solvent was

removed by evaporation under reduced pressure and the residue was taken
up twice in toluene to give 12 g of the desired product.
'H-NMR (5, CDCls): 2.54 (d, J=1 Hz, 6H); 7.35 (dd, J=9;2 Hz, 2H); 7.85 (d,
J=9 Hz, 2H); 8.01 (m, 1H).
b) 5-methyl-N3-((1-(2-ox0-2-(phenylamino)ethyl)-4-piperidyl)methyl)-1H-
indazole-3-carboxamide hydrochloride
The product prepared according to Example 1b) (4.5 g; 0.018 mol) and
the product prepared according to Example 8a) (2.8 g; 0.009 mol) were
reacted in a manner similar to that described in Example 3.
3.8 g of 5-methyl-N3-((1-(2-ox0-2-(phenylamino)ethyl)-4-piperidyl)methyl)-
1H-indazole-3-carboxamide were thus obtained, and were converted into the

corresponding hydrochloride by dissolving in ethyl acetate, adding
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20 i ndazol e- 3- car boxam de hydrochl ori de The product

prepared according to Exanple 1b) (4.5 g;
t he product prepared according to Exanpl e 8a)
reacted in a manner simlar

and ‘
(2.8 g;

0.009 nol) were

0.018 nol)

to that described in Exanple 3. 3.8 g of

5- net hyl

yl ) met hyl) -
- obt ai ned,

drochlorlde by diss
hyf%rgch Weﬁé@ﬂ%ﬁ%é rec

Fy%:tﬁ\j‘lZI

and were convertd@ 4 nto the
in et

Hoﬂéé

%’*‘E‘ 5

cor respondi ng

W e D

mpalre Bidivé Zaﬁgto?‘tﬁé@bgﬁé@brod”ﬂd“”e to give 2.7 g of
252C (dec.)

the desired.

roduct. mp.

El enent al

-N3- ((1-(2-0x0-2-(phenyl am no) et hyl ) - 4-pi perid
25 1 Hi ndazol e- 3-car boxanm de were thus

manal2iG (der. For C23H27NSQ2 HO C H N Found % 62. 62

| cul ated %62.51 6.39 15.85 'H NWR (3,
ity ° <

0-1.72 (m 2H): 1.80-2.00 (m 3H): 2.43
FGSCoBHNsO2HDE- 3. 64 (m 6H): 4.13 (s, 2H): 7.12 (t,
J=7 Fz, 1H);[ 7.24 (dd J=OJL 5 Fz, 1 H);[(. 36 (t, J=7
Mz 2H): 7':(d1QI—|7 He . 760 (alNi=7 1 21y
Fc?ur‘r“q?%?n _1 @26@ 46 (t, Jgfaglz, 1 H; D48§0(broad s,
1652 )13 5T (s, T H - 1p EXAVPCE 9
Célcubttdmj'l% N3- (6121512 0x0- 2- ( pH¥hy| ani no) et h§185- 4- pi perild

HNMIR (S iS at o AET 2 5 1 502 00 (i3 (s 3H);
2. @@mewnpl 6H); 8312%32%2/‘—!12@35%7 Hi;aﬂgkf)awwmm&

110 T o7 12 2F B 4 Ao J28 Fig B € Bt grirﬂmeﬁéo@%
1Y Y460, o6 MAAH; 936 (brdeld 8, Pty A0 I M “’22?&&’??‘%

a suspensi o
acid (30 g; O. 17 nDI) 9as descrlbed inJ.

was mém&taldvﬁ-o Wﬁ@azé‘létfﬁca ﬂ%ibxammdé esd roc$ldl]eraszF3R299)

58 481 T, ORLE0H), ¥8SR4=R5=R6=R7=R8=H, X=C(O)NH)
a) isopropyl 1-(1-methylethyl)-5-methyl-1H-indazole-3-carboxylate

A 60% suspension of sodium hydride in mineral oil (17.1 g; 0.43 mol) was
added to a suspension of 5-methyl-1H-indazole-3-carboxylic acid (30 g;
0.17 mol), prepared as described in J. Heterocyclic Chem. 1964, Vol. 1 (5)
239-241, in dimethylformamide (450 ml), and the reaction mixture was
heated to 70°C. After 30 minutes, isopropyl bromide (48 ml, 0.51 mol) was
added.

The reaction mixture was stirred for 6 hours at 70°C. After cooling, water
was added. The reaction mixture was transferred into a separating funnel
and extracted with diethyl ether. The organic phase was washed with
saturated sodium bicarbonate solution and the solvent was finally removed

by evaporation under reduced pressure.
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20 added. The reaction m xture was stirred for 6 hours
at 70C. After cooling, water was added. The reaction
m xture was transferred into a separating funnel and
extracted with diethyl ether. The organi c phase was
washed with saturated sodi um bi carbonate sol ution and
the solvent was finally renoved 25 by evaporation
under reduced pressure. o -19- 20 g of an oil were

ot hus obtained, and were puﬂ@hied by flash

chr onmgt ogr.aph el utin 7/ 3 hexane/
agéﬂw%@“ﬁ?' W@?@thqs&tgp%@ Tﬁdg"%? Pr“ﬁlgeag’s.f product

:
Sy r(aﬁhy %rﬁ@ wrtlr 47/1{ Hexahe@eﬂﬁgl aégét%tsee%rtré?re( t 9%

1agrer)fth6dgglr@c§@m@tct J 6 Hz, 1 H) 7.23 (dd, J=9;1 Hz

riM)rR)(S {:%‘91 ﬁ(d ;%Hz;'brs—r)ﬁ 82 Jﬁq%lﬂf’zt 6HY 2 5b%d, 1

JH szarzrgregzwmtbmdym Iz, at)d 58% (sepets o Hzt 1HhE7.23 (dd,

SR v TR RS0 gt G = 2. $Phur . 1t
bWe$1-nhetRy eI LS mdtBy I NI A E-3-elrbBiylicestiad t h 2M HCI
and extracted w th di chl oronet hane, After evaporatr ng

ohBushRNsieN péihe praskict pernared age@isling to Exargplsr 9S8 9,
0. ?@gﬁél“(’& @f@géﬂ (Ag[;nﬂ \)gé’é ?éf?ﬁ@d f?_[;'h 'NMBrsf Qt( w%e”ﬁ poured

intarwatet, apidified vt aM HEDard extraeted wutmdlcbmroaregr\anze After

elAordil e Rl dndi RLEEEpTensut?, L0518 desiyed

prodLior wee diftainedoduct prepared according to Exarrpl e 9a)

RN B AR b e oY, g7 He,

1|1|j?713@§d 19 M oYL MB(E JHousz om)avrmd(s A, DR HSRSS,
wi t hou 20 further purlflcatlo

TH). met hyl - N3- (( 1- (2- oxo0- 2- (phenyl ami no)ethyl) 4- pi peri d
(4 .

The prouﬂcdmtprq:paep@raedoramg)tajEngnpte Ea)a(ﬁﬁl%glmﬂ)%(rao@ was
ch?orrna%ergmn 23 manner similar to that described in Example 4a).
13.3 g of the desired product were thus obtained, and were used without
further purification.
d) 5-methyl-N3-((1-(2-oxo-2-(phenylamino)ethyl)-4-piperidyl)methyl)-1-(1-
methylethyl)-1H-indazole-3-carboxamide hydrochloride
The product prepared according to Example 1b) (3 g; 0.012 mol) was
added to a suspension of the product prepared according to Example 9c)
(2.9 g; 0.012 mol) in toluene (60 ml).
The reaction mixture was stirred at room temperature for 6 hours and the

solvent was then removed under reduced pressure. The residue was taken
up in 2N NaOH and dichloromethane. The mixture was transferred into a
separating funnel. The organic phase was separated out and dried over

Na,SO,. The solvent was removed by evaporation under reduced pressure.



added to a suspension of the product prepared
according to Exanple 9¢) 25 (2.9 g; 0.012 nol) in
toluene (60 m ). The reaction mixture was stirred at
roomtenperature for 6 hours and the solvent was then
removed under reduced pressure. The residue was taken
up in 2N NaCH and di chl or onet hane. The m xture was
transferred into a separating funnel. The organic

°phase was separat ed out an&&kied over 30 Na2SO4. The

S Ie b eva under red ced

TP e 1R OBEG  Y)ERaRE e BV SR Rt PRt P e

elting Witda By /3 émsfof@nﬁmhagblaﬂb&ure Erhétprﬁaucw dbtained Wab
chl or of or mf met hanol mi xture. The product qbtained was

cyarisd: intp thetwfwoeamgel%ﬁahlﬁgdﬁwm \bRg dpeliy!

oA I R BENE i BRI PG, AR BRI B e eprangl

toggive 228 g of the desuleEijpmdt@& pr oduct m p.: 241C (dec )
egpns Al lysis For C26H33N502 HCI .21 CHN

m duggvégg%ggg 7.09 14.44 Calculated % 64.52 7.08

Elbmekitaldnhdw&(G DI\/BOde) 1.59 (d, J=7 Hz, 6H);

5 2 47 (s, 3H); 3.06-3.27 (m 2H)
F@‘Z@"é@'\z'%'gb 3.56-3.77 (m 2H); 4.01 (s, 2H);
4.83 (septet, J 7 FE, 1 H; 7.06-7.39 (m 6H); 7.76

(d, J=8 Hz, 2H); 8.12 (s, 1 H); 5 10.91 (s, 1 H);
11.79 (broad s, 1 H. EXAMPLE 10

N3- ((1-(2-oxo0-2-((4-(dinethylam no)phenypam

i no) et hyl)-4-piperidyl)nmethyD 1-(1-nethylethyl)-1

H i ndazol e- 3- car boxam de di hydrochl ori de (AF3R301)
(Conmpound |: R1=R4=R5=R6=R7=R8=H, R2=i - C3H7,
R3=4-N(CH3) 2, 10 X=C(O NH) a)

2-(4-(am nonet hvf -1 -pi peridyl)-N(4-(di nmethyl am no) phe
nyl ) acet am de
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The product prepared according to Exanple 1la) (25 g;
0.12 nol) was reacted with
N1- (4- (di net hyl am no) phenyl ) - 2-chl or oet hanam de (25.5
g; 0.12 nol) in a manner simlar to that described in
Exanple 1 b). 15 36 g of an oily residue were
obt ai ned, and were purified by flash chromatography,
eluting with a 10/4/1 chl orof or nf met hanol / aqueous
o anmonia mxture to give 2524 of the desired product.

El emental analysis: For CL6H26N40 C H N Found %
6653 9.30 18 97 Calculated %6617 902 19 29 20

"H- NMR (6, DNBO d6+D20) : ZI.H’I.8-1. 50 (m PN); 1.55-1.78

(m—3H)7—2715-—2.35 (m Zif; 2. 80-3. 10 (M J.UH), 334
Fownd 24); 6.664.69 J=9 Hz, 'ZH)Q 7.39 (d.|1449 Hz, 2H).

CRESRE 2 o l8452 4 ai ot i B noy phenyl 14&noy ety

\_l' AT 1T Iy }ulll IIU}L:I.II]

‘%NMR%IDMQMWI aqu(ﬁﬂnmmm t1hy$2215(m 5H) A7 (s }3H);
drochlorlde

FKi
3 D DA OH oS A G aue ) e Ftmi SEAR S 27483
(sEBFe& 21 PIQU“Eg-I) Pr.8821, g%’ t(@g@PF)dT g HoJEX REPDR)1OaD (6611);
1(19(1:(snﬁtlh3ﬂl1e7(’91§br))ad}s-|1hk)azol e- 3-carboxyl chloride (4.9

g; 0.022 nol) and theE IE’ Ooroduct was converted
into the correspondi ng%rl de. 4.2 g of the
N@eﬁ;ﬁ I(jed)xbtz}d(uc(l‘d|methvlléﬁ1|lma)Mﬁrﬂﬁl)@mﬁino)eﬂﬁ)ﬂM{plperﬁﬁﬁBﬁmethvl)—
% EC E
14(&:1npound| R1 R4=R5= R6 R7=R8=H, R2 |C3H7, R3=4-N(CHs)s,
X=C(O)NH)
a) 2-(4-(aminomethyl)-1-piperidyl)-N-(4-(dimethylamino)phenyl)acetamide

The product prepared according to Example 1a) (25 g; 0.12 mol) was
reacted with N1-(4-(dimethylamino)phenyl)-2-chloroethanamide (25.5 g;
0.12 mol) in a manner similar to that described in Example 1b).

36 g of an oily residue were obtained, and were purified by flash
chromatography, eluting with a 10/4/1 chloroform/methanol/aqueous
ammonia mixture to give 25 g of the desired product.

Elemental analysis:
For C16H2sN4O

C H N
Found % 66.53 9.30 18.97
Calculated % 66.17 9.02 19.29

"H-NMR (8, DMSO-dg+D.0): 1.18-1.50 (m, 2H); 1.55-1.78 (m, 3H); 2.15-
2.35 (m, 2H): 2.80-3.10 (m, 10H); 3.34 (s, 2H); 6.67 (d, J=9 Hz, 2H); 7.39 (d,
J=9 Hz, 2H).
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1H-NMR (5, CDCI3): 1.61 (d, J=7 Hz, 6H); 1.78-2.30 (m
5H); 3.16 (s, 6H); 3.00-3.90 (m 6H); 4.31 (s, 2H);
4.90 (septet, J=7 Hz, 1 H); 7.25 (t, J=8 Hz, 15 1 H);
7.35-7.46 (m 2H); 7.49 (d, J=9 Hz, 1 H); 7.70 (d, J=9
Hz, 2H); 7.86 (d, J=9 Hz, 2H); 8.30 (d, J=8 Hz, 1 H);
10.65 (broad s, 2H); 11.55 (s, 1 H. EXAMPLE 11
N3- ((1-(2-oxo0-2-((2, 6-di net hyl phenyl ) am no) et hyl ) - 4- pi
°per|dyl)mathyl) 1- (1 nethy-l%&hyl) 1

I

F{éFﬁ@n@H&netW-@ Nh&thv@lh\a)—dl‘l |6d§20|e 3 carboxamide

i nonet hyl ) -1-pi peri dVl)-N- (2, 6-di methyl
1 de di hydrochl ori de The product prepared
agg W&Esﬂ%i@% RAAAB! Simiak td tat YesBriBéd IPEXa@%e 21the

reacte

pratuchpepairee angordingia Example tha)ebrhoaliode mel vesyeacted
w@)ﬁ(]@ 1 leihybétﬂyﬁ 1;25”1%%0% ?féa%oié}i | h%ﬁﬁ&grﬁe ,h(gggZ'nQOI)

ard theg rwd:noarpdodmte/vax gzcsm\tdrtedznetb fhreocore¢dpdndaget ate to

ﬁ#yeh45 of the desired product, which was converted
PENIPAEE. cor respondi ng hydrochl ori de by dissolving in

e4 byd oﬂﬁ@&éé?red%ﬂ@dﬂgt wehkdheedmainedet hanol  and
recr%stalhzmg rom 95 ethanol to give 40 g of the 5

Mgas2P3L (leilict . El enental analysis For
&W? Ag%}:l CHN Found %55 12 7.77 20. 22
ate 55.17 7.81 20.36 'H-NWR (5, DVSO d6):
Fdr. @aHsNOL AHCPHYO 1.73-2.06 (m 3H); 2.18 (s, 6H);

2.71 (s, 2H); 305366(m 4H) 4.25 (§,, 2H); 710
(Q Ql—l\ V_:E\C(hrnarl S ] 3 ,’ 1019 broad s—1 H)’
Fé@m&%(s 1 @71@) 7,.17, _ |1488 _
Z2-0X0 (2, 6-dimgtrhyphenyl jam nojyethyt ) =4-pi|p
C@hcul@&e:d th\l57~ (1- et hyi7etthyl )-1 14.81

THINMIE EBCR) SRBA QL AR08 98-2.30 (m, 5H): 3.16 (s, 6H);
3.00-3.90 (m, 6H); 4.31 (s, 2H); 4.90 (septet, J=7 Hz, 1H); 7.25 (1, J=8 Hz,
1H); 7.35-7.46 (m, 2H); 7.49 (d, J=9 Hz, 1H); 7.70 (d, J=9 Hz, 2H); 7.86 (d,
J=9 Hz, 2H); 8.30 (d, J=8 Hz, 1H); 10.65 (broad s, 2H); 11.55 (s, 1H).
EXAMPLE 11
N3-((1-(2-0x0-2-((2,6-dimethylphenyl)amino)ethyl)-4-piperidyl)methyh)-1-(1-
methylethyl)-1H-indazole-3-carboxamide oxalate (AF3R305)
(Compound I: R1=R5=R6=R7=R8=H, R2=i-C3H;, R3=2-CH3, R4=6-CHj,
X=C(O)NH)
a) 2-(4-(aminomethyl)-1-piperidyl)-N-(2 6-dimethylphenyl)acetamide

dihydrochloride

The product prepared according to Example 1a) (32 g; 0.16 mol) was
reacted with N1-(2,6-dimethylphenyl)-2-chloroethanamide (31.6 g; 0.16 mol)

in a manner similar to that described in Example 1b).
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1- (1- Met hyl et hyl ) - 1H-i ndazol e- 3- car boxyl chloride
(11.3 g; 0.051 nol), prepared as described in EP-A-0
975 623, was added portionwi se to a 15 suspensi on of
the product prepared as described in Exanple 1la), as
base (14.1 g; 0.051 nol), in toluene (200 m ). The
reaction mxture was stirred at roomtenperature for 6
hours. After renoving the solvent by evaporation
°under reduced pressure, the¥esidue was taken up in 1

PARCH RIS B ClRAfred AP et Uriedided fom.etr

agatatetongise %@bﬁtmddemlted mdudf wdiictowas dsa&@dd intbehe

P TR e BRSO o g S
hytbthlofie e%/arfdl%ﬁ’\'a re%Ws%'lﬁélﬁ@ FrRPRYS° E{Hétn'o'ﬂtb %Mehloeé BYthe

acetate. The product obtai ned was converted into the
desiiadeRiogHEl ng oxal at e by dissolving in ethyl acetate,

toichiometric anount of oxalic acid and
Efeidiidl i

crys gfrom95 ethanol, to give 7.8 g of the
FoleSigHeeN#D-@#GIt . m p.: 214C (dec) -24- El enent al

anal ysi s For 7HB5NECRC2 CHN FOJﬁd % 63. 09
6.80 12.73 lculated %6314 6 76 12 70 ' H NVR (8

FEVRDS) | LI%h {al I=7 tel7op); 1.42-1 Bgobm 2H).

I 721 92— (m 3T 215 (s, 6HT—2-78 —J=12H,

Caleytatsd %7- 3.|46.{tn  4H): 3]8181s. 2H): 26,368 (sept et],

"y RbRYs, IME0-00): ad 3 B 2 h70-2. 08 thi3mE D ae (5.8

2.1z (s, 12H);;3.85-3 64 dTl 4F|§3 4'IZ5 (§, 21% 7813 (s, 3H); 8.3506(brBad &,
3@19(119 aégé‘ilé i}l:%(ho §§1(ﬁob‘ﬂbnyl )am no) et hyf 4 pi peri dy
1% e)

((Mnﬁmydﬁthvl) 1H1m|dazpl@=$?§amde ORalﬂteCSI—W R3=4- NH2,

1-(1-Methylethyl)-1H-indazole-3-carboxyl chloride (11.3 g; 0.051 mol),
prepared as described in EP-A-0 975 623, was added portionwise to a
suspension of the product prepared as described in Example 11a), as base
(14.1 g; 0.051 mol), in toluene (200 mi).

The reaction mixture was stirred at room temperature for 6 hours. After

removing the solvent by evaporation under reduced pressure, the residue
was taken up in 1N NaOH and dichloromethane. The mixture was
transferred into a separating funnel. The organic phase was separated out
and dried over Na,SO4. The solvent was removed by evaporation under
reduced pressure. The residue thus obtained (20 g) was purified by flash
chromatography, eluting with ethyl acetate. The product obtained was
converted into the corresponding oxalate by dissolving in ethyl acetate,
adding a stoichiometric amount of oxalic acid and crystallizing from 95°
ethanol, to give 7.8 g of the desired product.

m.p.: 214°C (dec.)



10

15

20

X=C(ON H) A solution of the product prepared

according to Exanple 7b) (1.4 g;
absol ut e et hanol

Pd-C 15 (90

under

reduced pressure.

ng) at 40 psi

0. 003

for 3 hours.

nol )

in

(50 M) was hydrogenated over 10%

The m xture
was then filtered and the filtrate was concentrated

The product thus obtai ned was

converted into the correspondi ng di hydrochl ori de by

°di ssol ving i

SRR ARhaRo) "t ure,

For CditN;Q9CaHpO, 252C (dec.)

n et hyl

tallizing froma 95/5 ethyl

El enent al

acet at24 - addi ng hydrochl oric

to give 0.7 g of the desired

anal ysi s For

C25H32N6 2. 2HC
Calcul ated 9

PO CH N
G5 66 6. 73 15

Found
g -25. "H N

% 55. 70 6.52 15.44

(8,

FRMEPog6) : 1.

55 48, J=7 H,

1.40-2.

[ aVal

392(7'@ SH) |

N

LUUOIJ.

Chiiculatetph 7.

10
o410

28.7438 (m 3HB

A
m

S, LI_I) J. UU

.6 30-7. 48

sept

.70 H);

\J—l

7.70

et

"M (3 Dfts S 1154 ?%Fﬁsz,lwW 185964

S @ﬁ (aepi

al=Rdzellds &JIZO Ei?mﬁdamél'ﬁf 189

h
IHE RS I FRRTTE G 3E
Jx@He, 1H)s@68¢$eﬁ—i) By appl yi ng a gradual

pressure ont

Chrats wei

P o)1 72592
nélrlslék? 2(165 (sH); B. 7EE€§T§121HZCEA) i ndpcedy (mChPl

erae%e5|a |n rats

2'@8'163 2H):

Al 88 (.

02, b 77 (S Pec Myp g1 ¢

i ncr

ease in

of the left hind paw

o the dorsE:q:l\ﬁglE!Z
of the rat, the instru it possible to record

t N@-«mzicfx@rzaw&amma@ﬁemamm@ﬁ%m bfﬂ)e%’slﬁﬁflethvl) 1-(1-

correspondl ng to the nonent at NI ch an

r q-kmdaznlﬂwaﬂarbcmamlda 017\ rpﬁh,londe (AFﬁBQﬂga
for tpat Vb t AN nmed
O (CABgIRAT R SoRuLRSLrER ORI ﬁ% T B

409-419] . X= C(O)NH)

A solution of the product prepared according to Example 7b) (1.4 g;
0.003 mol) in absolute ethanol (50 ml) was hydrogenated over 10% Pd-C
(90 mg) at 40 psi for 3 hours. The mixture was then filtered and the filtrate
was concentrated under reduced pressure. The product thus obtained was
converted into the corresponding dihydrochloride by dissolving in ethyl
acetate, adding hydrochloric ethanol and crystallizing from a 95/5 ethyl
acetate/ethanol mixture, to give 0.7 g of the desired product.

m.p.: 252°C (dec.)
Elemental analysis
For Cz5H32NgO2-2HCI-H,0

C H N
Found % 55.70 6.52 15.44
Calculated % 55.66 6.73 15.58
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The hyperal gesia was i nduced by unilateral injection
of 150 pl of "Conplete Freund's Adjuvant” (CFA) into
the surface of the left hind paw of the ani mal

[ Andrew D, G eenspan JD. Mechani cal and heat
sensitization of cutaneous nociceptors after
peripheral inflammtion in the rat. J 20 Neurophysi ol .
1999 82(5): 2649-2656; Hargreaves K, Dubner R, Brown
R, Flores C, Jorls J. A redd-and sensitive nethod for

fmﬁéﬁg@@ o8 08 F e Bl e A Sy 2.98-3.71

(R CBRp Ut (sras; steaﬂ (t@éggedgw HE0" tEI)ﬂDIZOKZJIBS lo, 3tH% 7.30-7.48
e or e es er e

(e Ho . i i e 4 7 Gt i i) L . sk 4
8.7q% UJ'@'H!Z ™ Hpﬁbr(?’\is(braﬁa @ahﬂ) 1?Q§pﬁqfd with that

measured in animals treated wi the test product.

The control animals vvereIEﬁEﬁed W|th the same vehicle
( € test products. The
1.r(‘3@ 3 ziucé@ fh% c%ﬁj 30 Table 1 -

E¥lecC Dot OmAighRty 15@-@@0@nn aovalsfereatsedPai n
threshol d h after t e treat Vehlc 0 6.1
B RERIS.f A aalggsipelar shs T 3 resmonSt eIt a1 12

méeRanidl MocidSpiivé Sinfidud frthellande fASMRS040 LB 0L Weko. 7
AF3R295 12 202+17.0 AF3R299 17 167+8.5 AF3R305 12

selgafedgBy applyypg gragualiacrease i prssESB entoxthesiprsagl region
ﬁﬁéeqw Vﬁ%éﬁ%ﬁa@ atpﬂeﬂnéﬁi@gh%ﬁa{% 954 e 38 B the

ent weig t/age =
nocifensive response, expressed in grams, corresponding to the moment at

which the animal retracts the paw [Randall LO and Selitto JJ. A method for
the measurement of analgesic activity on inflamed tissue. Arch. Int.
Pharmacodyn. Ther. 1957; 111: 409-419].

The hyperalgesia was induced by unilateral injection of 150 ul of
“‘Complete Freund’s Adjuvant” (CFA) into the surface of the left hind paw of
the animal [Andrew D, Greenspan JD. Mechanical and heat sensitization of
cutaneous nociceptors after peripheral inflammation in the rat. J
Neurophysiol. 1999; 82(5). 2649-2656; Hargreaves K, Dubner R, Brown R,
Flores C, Joris J. A new and sensitive method for measuring thermal
nociception in cutaneous hyperalgesia. Pain 1988; 32: 77-88].

The test compounds were tested (dose: 10™° mol/kg) by performing the
test 23 hours after injecting the CFA.

One hour after the treatment, the pain threshold measured in control
animals was compared with that measured in animals treated with the test
product. The control animals were treated with the same vehicle (water)
used for administering the test products. The results are illustrated in Table
1.

Table 1 — Effect on CFA
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2. Mechanical hyperalciesia in rats wth
streptozotoci n-i nduced di abetes Mile CD rats weighing
240-300 g on arrival were used. The diabetic syndrone
was i nduced by neans of a single intraperitoneal 5
(i.p.) injection of 80 ng/kg of streptozotocin
di ssolved in sterile physiological solution [Courteix
C, Eschalier A, Lavarenne J. Streptozotocin-induced

° di abetic rats: behaV|ouraI2@w dence for a nodel of

Ig&ror c pain. Pain
€5 / i m "I’

a %y,ﬁﬂévcholl [ nergi1QvEH5; el nodul at orqz@sgéﬂfi caci ous

inm nerve 1011 ga[I on and|diabetic neuropat ny nodelrs o1

n&3Rbt%hi c [pain. 1Brain Res. 1998: dd@5: il5@-2631 At

I éﬁee vveeks:1 fter the inj ect|on|6%

1 -oai-n +h A | n\ln|
\JI.IL'PI. OZOT OG0T 1T, lul\) VVI T A A" |y\,\.,|||u.

NMNFBR301d wiith a nesponsé¢ threshol d t1G1ar neghani cal

200
[SACAY)

noci ceptive([stinmulus <_ 120 g were selected. The
O|AF 7§ I e els wd?e 15 freasured by S8k 18 a

r%fFI er, ush_greative strips1i76p+re§r-},ated with
g I bl + 8. I .

Yl UbUDC UI\I Grase: I

amF3megsgesiinmet er 12By appl yi ng a gr a@gal+ 1 ndr ease in

pressure onffo the dorsal |-27- area of the left hind

nﬁ\f\:‘?’(ﬁ e fat t A8 i nsttunent makes 187 8&Rible ta

rg\cp@r@ﬁdshe moci feq12| ve response, expreﬁeeq;,hn grans,

CUT1 CDIJUIIUI 1y to—tTe mofrent—at—wrch—te—am Ildl

r AFSR2AOR t he paw. 12wo hours after thdSdriedtfent, the

—géigggagreshol d ne §ured n control 5 @j gzlz was
with th i i i

thg3re3s  pjoduct qgdose: | 10-5 nol / kg)1gdihg gontrol

antmars Were (reated Wt the sanme vehrcte (water)

\(Rajd thresholddefi mirsiad ainimalsiaf ecgsvalentoreightagdrel 3esdlt g
2 (E:Mr §%Il\éAlgg‘ltr[;@te?ggeﬁa-ﬁ%tg Vglgh stT&?ﬂoEoI&)cm Fm uE&& d¥betes

rats ral il
tMales(DIrdts(\geigﬁrngpM@BOOlgeom nedtalwvere ugeli cl e 8

+2.
1l]h4e giagetléa‘ g&rﬁg rome w%g(?ndulc?édob{/a‘ l%eégzn?ssofsa %ﬁgle mtraperltoneal

(i.p.) injection of 80 mg/kg of streptozotocin dissolved in sterile physiological
solution [Courteix C, Eschalier A, Lavarenne J. Streptozotocin-induced
diabetic rats: behavioural evidence for a model of chronic pain. Pain, 1993;
53: 81-88; Bannon AW, Decker MW, Kim DJ, Campbell JE, Arneric SP.
ABT-594, a novel cholinergic channel modulator, is efficacious in nerve
ligation and diabetic neuropathy models of neuropathic pain. Brain Res.
1998, 801:158-63].

At least three weeks after the injection of streptozotocin, rats with a level
of glycemia > 300 mg/dl and with a response threshold to a mechanical
nociceptive stimulus <120 g were selected. The glycemia levels were
measured by means of a reflectometer, using reactive strips impregnated
with glucose oxidase. The pain threshold was measured using an

analgesimeter. By applying a gradual increase in pressure onto the dorsal
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AF3R301 8 201 13.8 AF3R276 8 210+10.9 AF3R277 8
188+11.0 AF3R295 8 212+14.6 AF3R299 8 200 10.7
AF3R305 8 189+9.2 AF3R292 8 202+8.7 AF3R331 8
192+11.5 AF3R335 8 180 13.0 10 Pain threshol d of
normal ani mal s of equival ent weight/age = 240 8.7 g o
-28- CLAIMS 1. An indazolamde of formula I: R7 R6 N
N\x Q@3 OR8 RLR5S 1\~ N R2(l) wherein Xis
°>an NHC(O) or C(O NH group,-4%l-is a hydrogen or hal ogen

f I

afEa % 5@th8 I?ﬁ”ﬂ 'ﬂd"ké\@?n”‘ﬁ%% p |ﬂ§ﬁh¥1leﬁf'}ﬁmﬁes it possible tg |
rémoam d:l’medo@ﬂer&l\w tesboose, Céx_pfﬂesetéd)mygrgrrw porrBgporsdiag to the

hydr n atomor _a linear, or branched Cl1_6 al kyl group
mgieq e e 2ymAYPTEes dhe PRV ch t he

apRveitRiné afBFtheir@stPferRt! fie Sk it@ahbld mehstiieduh @dntol h

one or more substituents chosen fromthe
animals was compared with that measured in animals treated with the test
product (dose: 107 mol/kg).

The control animals were treated with the same vehicle (water) used for

administering the test products. The results are illustrated in Table 2.

Table 2 — Effect on diabetic neuropathy

Treatment No. of rats Pain threshold (g) 2h after the treatment
Vehicle 8 114+2.7
AF3R172 8 186 £ 13.0
AF3R278 8 240+ 16.5
AF3R301 8 201+ 13.8
AF3R276 8 210+ 10.9
AF3R277 8 188 £ 11.0
AF3R295 8 212+14.6
AF3R299 8 200+ 10.7
AF3R305 8 189 £9.2
AF3R292 8 202 £ 8.7
AF3R331 8 192 +11.5
AF3R335 8 180+ 13.0

Pain threshold of normal animals of equivalent weight/age =240 £ 8.7 g




group conprising hal ogen atons, Cl-3 al kyl and C1.3

al koxy, 15 R3 and R4, which nay be identical or
different, are a hydrogen or halogen atom or an
amno, nitro, hydroxyl, linear or branched C _3

al kyl, C1_3 al koxy, di(C _3)al kyl am no, acetyl am no or
O (CL. 3) al kyl phenyl group, or R3 and R4, together,
forma 5- to 7- menbered ringaJgn which one or two of
the said nenbers nay be a 20 hetero atom chosen from
N, Sand 0, R5, R6, R7 and R8, which may be identical
or different, are H or myﬁnd aci d-addition
salts thereof with phar mace y acceptabl e

or gai &n HidzBlangitalofdsinsida 1- 29- 2. An indazol am de
according to Claim1l, characterized in that RL is H,
nmet hyl or nethoxy. 3. An indazol am de according to
Caim1l or 2, characterized in #hat R2 #s H, nmethyl
or isopropyl. 5 4. An indarq] apide acc Jto any
one of Cains 1 to 3, charac eriNZedxin {at R3 is H,
met hyl , hydroxyl, am %g etlhyl am no. 5. An

i ndazol am de according fto any ne 8f Cainms 1 to 4,
characterized in /-.- RY H, Riret hyl or hydroxyl. 10
6. An i ndazol affi orglngto any one of Clainms 1 to
5, characterized\iathat R5, R6, R7 and R8 are H. 7.
An i ndazol ani de accordi nd?to any one of Clain®) 1 to 6,
haracterized in that it is a salt of addition of a
pharmaceutically acceptable acid chosen fromthe

gr oup wlwerpini si ng oxalic acid, 15 maleic acid, succinic

acid, gitri c acid, lactic ac:ld
et haﬁé E‘Sﬁf(dé)&cg{d)&lg% uenesul phoni ¢ aci d,
hydr oM rrd Rydragef .or HasqEPaiorn astih mdncﬁjalrWI c

acid. 8. An |ndazol ani de accor di ng to d ai
char a@cetylansino, sulphenylimethyl, gg:mosulphonylmethyl linear or

10 branched C1.5 alkyl or C4.3 alkoxy group,

R2 is a hydrogen atom or a linear or branched C4. alkyl group or an
aryl(C+.3)alkyl group in which the abovementioned groups are
optionally substituted with one or more substituents chosen from the
group comprising halogen atoms, Cq.3 alkyl and C4.3 alkoxy,

15 R3 and R4, which may be identical or different, are a hydrogen or
halogen atom, or an amino, nitro, hydroxyl, linear or branched C43
alkyl, C1.5 alkoxy, di(C4.3)alkylamino, acetylamino or
0O-(Cy.3)alkylphenyl group, or R3 and R4, together, form a 5- to 7-
membered ring in which one or two of the said members may be a

20 hetero atom chosen from N, S and O,

R5, R6, R7 and R8, which may be identical or different, are H or
methyl;
and acid-addition salts thereof with pharmaceutically acceptable

organic and mineral acids.



((1-(2-Oxo-2-(phenyl am no) et hyl ) -4-pi peridyl)nmethyl)-1
-(1- 20 nethylethyl)-1 Hindazol e- 3-carboxam de and
pharmaceutically acceptable acid-addition salts
thereof. 9. Hydrochloride salt of the conpound of the
preceding G aim8. 10. An indazol am de according to
Claim1l, characterized in that it is N3-

((1-{2- Oxo-2- (phenyl am no) et hydg - 4- pi peri dyl ) methyl )-1
H i ndazol e- 3- 25 carboxani de and pharnaceutically
acceptabl e acid-addition salts thereof. 11. Tosylate
salt,o th C ound of .th ece A aimi10. 12,
 nda% ofRGe Horoainddp SIFS 1. S Ep JathatR TR H
t hat 'r‘hethiyl dBmethoxy.

((1- 2()(02$phenlamno)et eridyf) met hyl

h
S erb A 1iarlAa8 aqvasion 6 Sels ok archa dctanized I that R2
phar rrqsewt{ggl@}lﬂ 4r ggﬁ{sog)t‘r@bl e acid- addition salts

t hereo droc de salt of the conpound of the
|5r ec4ad4\tmg1dazaiamme actording to adgomeanfi Claing ddodi, ng to

hat N3- 5 .
o (e Ohass TR R R AL RS DR ATIN o) et hy
%—l-4 pjmi@th)daﬂn)n’fﬁt hyl )dl (1dmst Eyl et hyl % 1 iy
I N ol e carpoxam an ar naceuti ca
acc£ érbma&elaamgacwp nw@g?m&@‘& laims; 1 M

i ndaz t terized in
{ ﬁ@%&ﬁg?@%?fﬁia@@(l i rgyrﬁémylor RYGHORGI

1ﬂoxﬁ3h‘émy1dpamamm)iezac@saccbn@w ?nmpepa‘rﬁlayme) rde Byl ) - 1- (1

d d
phar rrargc?]tgg#tgg%] Y% L& m ‘gf%‘éﬂfargd d| t onm SZ| ?2
therkdﬁn mbﬁzoldymide@mlcordml@tcsahy oné dff@ainmmpdoed of the
D o mcharagteizdd Enatis A e S aba Phamatdfticafly
((1- ( Zdosptabld éérd%ﬁds@ﬁhﬂﬂﬁ'th@?ké@ ebmptising-dXane acy ! )
met hyl )-1-(1- 15 nmethyl eth

165 | ndd‘%'le@ Aid v e, S Rk fartavia agid lngtic acid
accept @gblgh@}ﬁ% 2di@b %t&@e%%@ﬁ@ﬁt)mc]é%ld drochlorlc
) t o damlI,

i ndazol a cordin aract er'i
t hat iac:ci spl”NSphonc acid and sulphuric acid.

( (17 s% Oqj,‘&(a%on(a%ds‘%‘ccé?lpd‘%% CRINP) Gk ride R rPfiat S Na-
((1-(2-Oxo-2-(phenylamino)ethyl)-4-piperidyl)methyl)-1-(1-
20 methylethyl)-1H-indazole-3-carboxamide and pharmaceutically
acceptable acid-addition salts thereof.
9. Hydrochioride salt of the compound of the preceding Claim 8.
10. An indazolamide according to Claim 1, characterized in that it is N3-
((1-(2-Oxo-2-(phenylamino)ethyl)-4-piperidyl)methyl)-1H-indazole-3-
25 carboxamide and pharmaceutically acceptable acid-addition salts
thereof.
11. Tosylate salt of the compound of the preceding Claim 10.
12. An indazolamide according to Claim 1, characterized in that it is N3-
((1-(2-Oxo-2-(phenylamino)ethyl)-4-piperidyl)methyl)-1-benzyl-1H-



nmet hyl et hyl )-1 H i ndazol e- 3- car boxam de and

phar maceutically 20 acceptable acid-addition salts

thereof. 19. Di hydrochloride salt of the conpound of

the preceding aim118. 20. An indazol am de accordi ng

to daim1l, characterized in that it is 5-

Met hyl - N3- ((1- (2- oxo- 2- (phenyl am no) et hyl ) - 4- pi peri dyl

ynethyl)-1 H indazol e- 3-car hganm de and

pharmaceutically acceptable acid 25 addition salts

thereof. 21. Hydrochl oride salt of the conpound of the
recedi dazol am de accor di t.

FC)] aim! @gg%q?g—?iégqrép@r&dq ﬁn‘illf? rmaceutica ?Iy acceptab?egamg—

Vet hy'ad‘éfhdr(éal(szﬂ'fé*ébfz (phenyl ami no) et hyl ) - 4- pi peri dyl

et hyl )-1-(1- nethylethyl)-1 Hindazol e-3-carboxam de

and bHardraskigride élallty)f?sbe g@awuam of theipdecaaing Chaimsidt s
t hef A wf?iazél]amla% tgﬁ '&g?lél%ﬁ S&{déraetlren%@& ﬁmﬂ%‘@l&

e pr ecedi

éc c or c((‘ngZ-Oxo@1ﬁ¢41((mhenwmeﬂmyl)zmy)z}:dtbnyu‘)atrhm)ethyl) -4~ N3-

|( %t g)ﬂl%?ﬁlqyéﬂééfgx@] )gm&y&mpjﬂ—kmdazole -3-carboxamide and
pi per ighdringiebbtidallylaccebtaiié Beideadyition balts thereof.

H i ndazol| e- 3- car boxam de and 5 pharnmaceutically
ac c%t%maaelamlaaa%pww pﬁa'ﬁhér‘g@mc@ﬂzed ini that it is N3-

Di hyd DPRAGR
c a%/mr(gﬁ.té «%6.%&%%}/%%%{2%%“%8 accor ﬁg to r@@ﬁféﬂhﬂ}l -0
18har advethyletayl)-hHtihdazole-3-camkexa(mide ard phermaceatiaiy

i meth I dyl thyl)-1-
(1 oA PERRIA BEk- RO ks (R8P ) (e v
pEaﬂrar&?mmcMahde sif) ofi tloe pdo@ploand af dhadcbdedmg €ditns15.
t hereo

or ddedihigoaralpige acoagina e cle. b Warageages mbasi s No-
| ndaz ¢ am-dxod-(“OrkiffapRehyl)dRfinofihyl)-4bipe Hbiyf)rAethf-1-(1-

15 methylethyl)-1H-indazole-3-carboxamide and pharmaceutically
acceptable acid-addition salts thereof.

18. An indazolamide according to Claim 1, characterized in that it is N3-
((1-(2-Oxo0-2-((4-aminophenyl)amino)ethyl)-4-piperidyl)methyl)-1-(1-
methylethyl)-1H-indazole-3-carboxamide and pharmaceutically

20 acceptable acid-addition salts thereof.

19. Dihydrochloride salt of the compound of the preceding Claim 18.

20. An indazolamide according to Claim 1, characterized in that it is 5-
Methyl-N3-((1-(2-oxo-2-(phenylamino)ethyl)-4-piperidyl)methyl)-1H-
indazole-3-carboxamide and pharmaceutically acceptable acid-

25 addition salts thereof.

21. Hydrochloride salt of the compound of the preceding Claim 20.

22. An indazolamide according to Claim 1, characterized in that it is 5-
Methyl-N3-((1-(2-oxo-2-(phenylamino)ethyl)-4-piperidylymethyl)-1-(1-
methylethyl)-1H-indazole-3-carboxamide and pharmaceutically

30 “acceptable acid-addition salts thereof.



R5 RL NR2 (I) 15 wherein X is an NHC(O or C(O NH
group, Rl is a hydrogen or hal ogen atom or an

am nocar bonyl, acetylam no, sul phonyl nethyl,

am nosul phonyl net hyl, linear or 20 branched C _3

al kyl or C _3 alkoxy group, R2 is a hydrogen atomor a
i near or branched Cl1.6 al kyl group or an

aryl{ Cl. 3)al kyl group in whichgthe abovenenti oned
groups are optionally substituted with one or nore
subst ituents chosen fromthe group conpri si ng hal ogen

i 3% bRt et the cOpat i e Brefid iz or

hal g emn ﬁidé'iblé?ﬁld@réo%mmﬁ t& Oldidh 1 Wr@éﬁﬁélnzeb lim et itds N3-
branched C1 3 al koxy z\al kyl am no,

acet y 1 (B #&%er2- (@L {QE’I‘%X&@’P@W%HWD@'BQF" W-4R3 and
one o penrme T A Cmekfydur R TREIERIE-pMhrbSreifie nd
6hoserpharmacButiGllyracceptatie arsl-a®iitiangakgthathoth may

aciae aahyErtsnRlodt ST SRt dindRigim 24

ac %ﬁ/ﬁblrﬁiazé&nﬁxdemcnﬁn@l torCieiad, citdrdsterized in that it is N3-
O P A e PP SEnd B e amety)- -
X N 4 (1l?ﬁethylethyl) 1H-indazole-3-carboxamide and pharmaceutically
10 acceptable acid-addition salts thereof.
27. Oxalate salt of the compound of the preceding Claim 26.
28. A process for preparing an indazolamide of formula I:

o _N
N
R N
1\&
N
\
R2
wherein

Xis an NHC(O) or C(O)NH group,
R1 is a hydrogen or halogen atom, or an aminocarbonyl,

N/\x

U
15

acetylamino, sulphonylmethyl, aminosulphonylmethyl, linear or

20 branched C4_; alkyl or C1.3 alkoxy group,
R2 is a hydrogen atom or a linear or branched C4 alkyl group or an
aryl(C4.3)alkyl group in which the abovementioned groups are
optionally substituted with one or more substituents chosen from the

group comprising halogen atoms, Cy.3 alkyl and Cy_3 alkoxy,



N H2 NR5 Ra 15 (Il1) in which X, R3, R4, R5, R6, R7
and R8 have the neanings given above, wth an

i ndazol ecarboxylic acid derivative of formula (Ilia)
RL\/ NY20 R2 (Illa) in which RlL and R2 have the
nmeani ngs gi ven above, and -33- Y is a chlorine or
brom ne atom or a group ORor OC(OR, in which Ris
an alkyl with a linear or bramphed chain containing
from1l to 6 carbon atonms, or of formula (Illb) 5 N_
/I RIE ONR7 NO N(IIIb) in which RL has the

nmeani hove t jv th. in azoI am de of
Toant 195 oL AR Sl o Wi Fol dehCER! AR gt or
aci d- atibgerwatom! ér 4 afriveo Imﬁ@zwcﬁawleméar drasramtteed €)
with a lE)har maceutical |y accept abl e organi ¢ or m neral
aci d. alkyl, C4.3 alkoxy, di(C1.3)alkylamino, acetylamino or
O-(C1.3)alkylphenyl group, or R3 and R4, together, form a 5- to 7-
5 membered ring in which one or two of the said members may be a
hetero atom chosen from N, S and O,
R5, R6, R7 and R8, which may be identical or different, are H or
methyl;
and acid-addition salts thereof with pharmaceutically acceptable
10 organic and mineral acids,
characterized in that it comprises the following stages:

a) condensing an amine of formula (ll)

R3
R7 X /@Rdz

L

N

H2N R8
R5

15 (1))
in which
X, R3, R4, R5, R6, R7 and R8 have the meanings given above,
with an indazolecarboxylic acid derivative of formula (ll1a)

R1

20 R2
(Illa)

in which
R1 and R2 have the meanings given above, and



29. A process according to Claim 28, characterized in
that stage (a) is 15 perfornmed by reacting a conpound
of formula (I1) with a conpound of forrmula (Ilia) in
which Y is chlorine or with a conpound of fornula
(I'l'I'b) in the presence of a suitable diluent at a
tenperature in the range between 0 and 140C for a
time of between 0.5 and 20 hoggs. 30. A process
according to Caim?29, characterized in that the
reaction 20 tenperature Is in the range between 15

d 4 di d ai 2 ] )
o har actls 4 SugnR P RS RR i iR ORIERGLOIR, i wihich
to 14 FRopuars alkgﬁwnﬁallnﬁéﬁi%‘i bé&scHed ¢thibh @oRtiniAgdradh 1 to 6

Cl ai ns 28to

characterized in that the diluent is

apr ot iG@r ozsa@gnsA process according to daim 32,
char agr ;ér@”@lat the diluent is an aprotic
Iuent

apol ar

34. A process according to any

9ne of Cla| ns 28 to 33, characterized in that when Y

is chlorine or brom ne, the abover
performed in the presence of anlv
acid acceptor. 35. A pharorcent |

formula (I): R7 R6 3 y o
(1) wherein R1

10

15

20

25

i oned stage a) is
rROr m neral
conposi tion

a 5 conmpound of

N gRS RS RR\N N R2

(1lb)
in which
R1 has the meanings given above,
to give the indazolamide of formula (I), and
b) optionally, forming an acid-addition salt of the indazolamide of
formula (I) with a pharmaceutically acceptable organic or mineral
acid.

29. A process according to Claim 28, characterized in that stage (a) is
performed by reacting a compound of formula (ll) with a compound
of formula (llla) in which Y is chlorine or with a compound of formula
(Iib) in the presence of a suitable diluent at a temperature in the
range between 0 and 140°C for a time of between 0.5 and 20 hours.

30. A process according to Claim 29, characterized in that the reaction
temperature is in the range between 15 and 40°C.

31. A process according to Claim 29, characterized in that the reaction
time ranges from 1 to 14 hours.

32. A process according to any one of Claims 28 to 31, characterized in
that the diluent is aprotic.

33. A process according to Claim 32, characterized in that the diluent is

an aprotic apolar diluent.



Xis an NHC(O or C(O NH group, 10 R1 is a hydrogen or
hal ogen atom or an am nocarbonyl, acetylam no,

sul phonyl et hyl , am nosul phonyl et hyl, |inear or
branched C1_3 al kyl or Cl_3 al koxy group, R2 is a
hydrogen atomor a linear or branched Cl_6 al kyl group
or an aryl (G _3)al kyl group in which the

abovementi oned groups are 15 .gfionally substituted
with one or nore substituents chosen fromthe group
conprising hal ogen atons, G -3 al kyl and Cl1_3 al koxy,

mﬁ%ﬁﬁr%qessr%chg@ﬁgg?aﬁ%y@i iR 36" R Bharddi&ifdd in
hydr oyt whenears cHlof@BE bRIMIRE, fhe abdudmertlorkadthgy ) is

di (C1_3) al kyl am no, acetyl am no or 20
O (C1 Brar H}ﬂdp'ﬁé 9|P"9$%Hﬁ? ofRN RIPaRiE ORMINgrghaeidacceptor.
forgg 634\ghahﬁ%ZeutWS@@s&ﬂoﬂ%dn@aW?\'tg‘%h Eft€ctVe aBURL of a
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wherein
Xis an NHC(O) or C(O)NH group,
10 R1 is a hydrogen or halogen atom, or an aminocarbonyl,

acetylamino, sulphonylmethyl, aminosulphonylmethyl, linear or
branched C4.3 alkyl or C4.3 alkoxy group,
R2 is a hydrogen atom or a linear or branched C1 alkyl group or an
aryl(C.3)alkyl group in which the abovementioned groups are

15 optionally substituted with one or more substituents chosen from the
group comprising halogen atoms, C4.; alkyl and C4.5 alkoxy,
R3 and R4, which may be identical or different, are a hydrogen or
halogen atom, or an amino, nitro, hydroxyl, linear or branched C4.3
alkyl, C4.3 alkoxy, di(C4.3)alkylamino, acetylamino or

20 O-(C4.3)alkylphenyl group, or R3 and R4, together, form a 5- to 7-
membered ring in which one or two of the said members may be a
hetero atom chosen from N, S and O,
R5, R6, R7 and R8, which may be identical or different, are H or
methyl;



Xis an NHC(O or C(ONH group, 10 R3 and R4, which
may be identical or different, are a hydrogen or

hal ogen atom or an am no, nitro, hydroxyl, |inear or
branched C1_3 alkyl, G _3 al koxy, di (G _3)al kyl am no,
acetylamno or O (G _3)al kyl phenyl group, or R3 and
R4, together, forma 5- to 7- nenbered ring in which
one Or two of the said nenberggmy be a 15 hetero atom
chosen fromN, S and 0, R5, R6, R7 and R8, which may
be identical or different, are Hor nethyl. 37. An

i nternmediate accorgdi ng t.n,C ai,n.36 haracteri zed in
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wherein
Xis an NHC(O) or C(O)NH group,

10 R3 and R4, which may be identical or different, are a hydrogen or
halogen atom, or an amino, nitro, hydroxyl, linear or branched C1.3
alkyl, C4.3 alkoxy, di(C4.3)alkylamino, acetylamino or
0-(C4.3)alkylphenyl group, or R3 and R4, together, form a 5- to 7-
membered ring in which one or two of the said members may be a

15 hetero atom chosen from N, S and O,

R5, R6, R7 and R8, which may be identical or different, are H or
methyl.

37. An intermediate according to Claim 36, characterized in that R3 is H,
methyl, hydroxyl, benzyloxy, nitro, amino or dimethylamino.

20 38. An intermediate according to Claim 36, characterized in that R4 is H
or methyl.

39. An intermediate according to Claim 36, characterized in that R5, R6,
R7 and R8 are H.



