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art. SULPTingb oAl Ei Be &ponl ) aani & IPNEL I nenzyl -3
- hydrox yrrirevthyldy nghami & @ar kwvat Ilm%stﬂ’ﬁ;dl bﬁl'idﬁ'&d)lfz(gei ha1pssepar at i on
of a phar macettkoss @9#999 anpdnsthetrt shacml@@nuw“ttheyaas@ceaffb ainskases

based on th t bt eHerabeR ﬁ“it ' p40,
IR S D g S T T A
C. X3C. R 1. 1ihg the id@Smhdhtard, Wésﬁﬁi’n%ﬂﬁﬁﬁod&-hﬁoﬁﬁﬁﬁéﬁ’ﬂnhni&ﬂflhhﬁn rel ates

to the use niataonmsmd(mdmrpzft@em au(ffigring fkhohC rAlmafys @@@ras)él
OC: (12.9) (1218)re FﬁlcvaithP bl cbe@ Hpca k?dﬁ? 1F'r%‘h’f"1 to 5

car bon aton%n LT “@?é@“t N RER rf\qéc‘éi’@ havi ng

:from1lto rg@{ en af eB.OhiroONe or ror e a cncy groups aV| ng from 1 to 3
carbon at ons, 1RAd3RhasapdeRl idewhiGldnay Hessiweadiiicc akssoriglicdd ex et each

t _nl aer, yabeeh Y r@gexn P%m“ash leyl tdpeoapprhaviing falolr£3]ist 61% bon at ons
or a.n al koX§HM a%{h?i ‘1“?'6113‘1 M%ﬂm ﬁ%é"h‘vng‘f?e Hy be N(R'

) ( R, 2) 1 R c,sa, Q‘?I}j-)g S slalys llbbl.lk.,s

I NT( | tia)( E‘Eugkeqa‘s 4(1L2Vé3)re§@laxa)n idr whizh 1]:213umd’{&}é heihydragen, an

al kyl groupithawlegf nontodr peeresgar bon at ons, an al koxy group having from1
to 3 carbon, &;tlﬁ’ﬁﬁ’e%?’r’ H’%lﬁ“rttog *{?Tovﬁ"ﬁﬁ R 6f Lo LR 6“7“ e ed

Het er ocycl ey - DE IR ok, qf 5"@%?& LA e o T !

carbon at 0%488@6 @@é HPRe ié}gh 1le AR ALBREtiIASs ar yl
group, a hetwr paéy,brgﬁ@wpplmﬁhky,hamdl gd&ﬁrlxposammtklﬂﬂ‘h@t@ftﬁa’ﬁyin group,
CORI, CCl ORhe G@ﬁﬂagﬂg tPhnR'nlahfd RseagsischPvagllye Faepmesal or

di f f er ent e?ﬁ}f*’rb t her erﬁ ed Py ‘Eﬁ‘ 6@8&‘%&(8{ t&f&le@s?rgfgg Chavi ng
froml to 5tr% f é’i‘meb ﬁveh %‘LJC?‘JC‘HO

7- menber ed ﬁ%ﬂ@y’l@be{[ﬂf(phaﬂﬁlﬂn%thyﬁ) m mcjaawtne-yldenu caI or

di fferent ea&hMHw}prqa niggc genhoapldl loybgreppbhaviihgifiviom | to 5
car bon atorﬂ%1 ‘3)\5 e%ed {‘ﬁroﬂi‘ﬂff‘b“g" rog&f bl R may be
hydr ogen, ~apg) B gf}‘gdb‘ﬁi Voﬁffrgq@ Jo.5, assh@@@ayo group, a
het er oaryl Qﬁ@é@a, ian1ad KRty 6 8oBR, cyaidb1aknies hbei et@aryl-qreodg, o£0R!
COOR2, CON(&h$aRoinas th-R. l\amﬂ’ 12<, andiRch N beSident NMakt ot -, dif f er ent
each ot her, Slﬁéﬁieyeﬂ#e’él% iy ﬁda’ﬁ@lar’f’lapk 46@1&@&1%\;}11%%% oml to 5

carbon at onflS RIOEMEBE AT 3 Tﬁ\/‘}( "f\?@h Te B at ons,
optionally Etﬂ%s‘iﬁ &8 :\gf(i )‘m)eé r lrE}e al kyl gr Otfps having from1l to 5
carbon at ons DIuRR-DE e AHENY agioupI>-havi NgR f ras telie3d t@&ﬂh@n at ons,

X, may be @ﬁer: oNltbcmNc TEFiVagreNTENT|inhibitiRig ah]é Rerlwhr@h iy be
’l a 53
Fdent’ cal g,qiog e gb‘éf’%’ vaen.. B4l BLAgr g haying
from1 to 5P? I’lh QHEPQ C %(fyxrg RLLQI] AVL1Y 31'1 c, 1 (e} ]cgar bon
at ons, eﬂanwq &nﬁdacgmwwm%nf&edﬁeéhcteceagmot her, may

be hydr ogemzea&da{xkiyh @xwmlh@wpmgdﬁroomli &6 II:arlbbnEartromarapﬂabh’fl Xy group
havi ng frorﬁlPP!’@@l%’arlenAaﬂo%@‘) blh’a‘r‘?i &ps &P %G‘-ﬁe N@I‘l 95
NFRITCOR', *itleRr ol R, waanlalon 2 Pﬁ%o 0

cO ci> M bl ibl nb Lex :3310 dif
| uorm | et hy urwgvj]l(ﬁp ﬂ'&r ]t pll@ylﬁhl Aia 1<i;er ent
each citheruséepr psentadih ;éﬁwﬁw@@%amﬁlraﬂeatlhg(;ahs@dsmqorhmﬁlemgtciront it
to 5 carbon atons, Rs may be hydrogen, an al kyl group having from1l to 5
carbon atons, an aI koxy group having from1 to 3 carbon atons, a hal ogen
atom 01-1, H(1-2.1)(R "), -1"4(R5COR ", nitro and trilluoronedayl, or as
together with one fromanong Etc" and R, _terns a ring having 5 or 6
carbon atons; with R' and H', which may be identical or different each
ot her, represented by hydrogen. and an al kyl group having from1l. to 5




In addition, in a further aspect, the present invention relates to a
.method for treating or preventing di seases based on the expression. of
MCP- 1, CX3CR 1. and p4 0, characterized by the adm nistration to a person
in need thereof an effective anount of5the conmpound of forrmula (I)

pr evi ousl y gﬁs&éémdugfligﬂ gt :h];._’léo kgu Q%'Relﬁ*gl%ﬁlcﬁéékﬂ J:'P l'ist-10H
Preferably, Adin g0y mia {dihts ewl tmen&{ge rirbegndiesindtierodyclis

repr esent edqaynpheughoufpl)(merdlxce -y ¥ighi xrayfm idiwherae X U’i%ﬂalﬁ’ atlc..vl
a1 oup.havt N3 L b bi%xrqgﬁm SR LLL SO b one or
nore al kyl gﬁw S0 Raw NG 1650ty Mo NG n GNe_ AL 1nepe al koxy
groups havi ng”/lrerataecar bba as¢ @mﬁ; pyahahiRige @cndVerw‘vsvxﬁpc hrqraninige

i dentical o to5 afl 2ot HootRep v eapEC AP yR T dh-di%yi Lgf8upRavi ng from
110 5 car bbby ATB.0h ANiBhKQUL BEQUR NAIPAL 10k GREbom:pLam, Mo e
pref er abl y, sieso8deaid SP-epriesemt 84 2byctbabgl DIfp-thiadBo~N6H6Re)( 12., "),
where X, i sntdEngr olipichfivis" thive sagroapreble @f(1tins2asr Phé “gRdup

67, (67 113) 26 gzlﬁcah%qn]t&;ty%&cho% pﬁuL qgll;lt h?@llc iy sgll{ %@ftq@)t each
other, are ‘ey: 5 Q O ranCkio! grm,amca Advantagepusiyonkeshdugsi- i s chosen
from t he gr p@pumvw}pm srmgﬁa:cg?rp*gggnah tl@l@kﬂ@ﬁl@@ﬂ&@grwcco@ 17k13) 2,

gr Oup C"" 61‘— loc 11?11 g ¥5! 1Rl @urprl %}Idlp 9 a [19UE(
a: 15671120h ge gt) ylinda E é M\xﬂlv rl"nc @% Z ]
previously, a&eis;hdjal 'i's represent ed by the gr oup ThsT( 12,"xa"2), isT(R"

3-)IXT(R s) (12 he" theart hi§ Gﬂudd 4 Sil)r@R?eSl@}:lEr f-lils’ﬁl-t(lla h(?V@O

(Ml ore pref ér‘aﬁlﬂ?ylr% Wﬁﬁﬁﬂﬁal @&}fr Hee-'ic . is
repr esent ed ’tl He % L2 1ku aps") O[ r?fi“(”" or
I NT(al3) X2 . é‘[l Fi gl’y th ﬁbgnecﬁh ¥unkl thai Bhé erg¥&sent ed by

a hydrogen at-eehzazn :allkyhrgkgupehasnlngtmnbldeﬂv&m&rsbencatrdmszp tan al koxy
group havi nﬁ%ﬂlmorlﬂ2(Ba(P15Ghea}t’{ﬁtmemorn\fémlpege{%(-ﬂarwﬂﬂtlﬁ 2¢ 1 r?F’Grq?Elga 5- or

6- menber ed Het graryereon of Mhp ?F‘%%‘ s Lepresented by

hydrogen at @m, B AL XYL, SroUD hak ntiradﬁ’ @ﬁﬁé@é’é‘cﬁ@éﬁ%

: toget her V\l‘&)ﬁl’ﬁlla—(‘[ﬁ|gfﬁr’lh-r &@Mﬁb@ﬁ@dom&h% eEpHAIBle of refhdialif t ageou

sl y, Hl 2 i sheeprresenied by dacywydrogenoa@omvadn <al kylth mmirh‘a\fpmvg from1
to 3 car bonOzEt%Wts;?’é‘Hka‘P‘RbI%ylg?r gt havEig ndrhy ‘c’é?ﬁ%??lﬁﬂbﬁ{ he

het er oaryl 4 E QHOWRe ALY LIGLELOH Yndiaupo rGONR ) (R )
wth R andcl?,'mp f:ﬁorfa% url mir cal or Ifferent each other, represented
by hydrogen and an al kyl group having from1l to 3 carbon a tom; t oget her
with HL forns a 5- or 6-nenbered heterocycle | tvlore preferably, R, is
represented by a 1-tyds-cigera. atomwran atkyl group having 1 or"2 carbon

atons, an al koxy group having 1 or 2 bon ag%n;pjybetenaryl group,

C.10N 02'1)02") with R e i tical or different each
ot her, represented bthyd“rLogen groupchaving from1l to 3 carbon
atoms, or R" toget herwt or 6-nenbered he Preferably,
1213 and R, ," which may be |der1ﬁ@ inerent each other, are
represented by a Hydrogen atom an akkyl having from1l to 3 carbon
atons or an al koxy group having 1 or 2 c | Qbbns More preferably,
112", and Ras, which may be identica%r di fTérant each other, are
represented by a hydrogen atom an al kyl group having 1 or 2 carbon atons.
or an al kOXYng;[/ﬁUcphhaVi ng 1 or 2 carbon atoms_ Preferably, Itl is
represented b gen>at-omoran—al kyt-Cgrodp ) oldv b frlemqll?b 3 carbon

atons, an aryk® “ﬁ’ef‘é*ya%ﬁ put 11 “gaﬁ“éﬂ‘k Pa PPuoan:

2l Kyt het ermar @En%w et U R IR o oy
be identi cal or : Jlﬁer,eﬂtwelachr&tl 8lvo Bephrasent-ad Ay, bydr ogen and an al kyl
group havi ng fromal Rt,Q. 3vharlbmnﬁtt&rrsdenuoh@rce PprigterabéychRither, s
represented by anhydr*mgéw%ﬂtqm‘?ﬂaﬁ“aklk W1 ge H@F’hlaﬂﬂ’ﬁgc%l“@rm?c‘ar on at ons,

an aryl group orcXpenGIRII2 (12 AUHh F Y RAFI S FRren! nky be

O n

i dentical or d,rzf(fl bceap}’hgt hglia, r)epf\e@@n':ﬁ%(ﬁylﬁydmg@g)w@{am a. |l kyl
group Havi ngrf, r;@ml\lakq 3 car bONNBIONBI(R , - AN 8)geok L sH,OX—Xs
r epr esent edipyvhnclal kyl gr oup havi ng from 1 to 3 car bon atons, optionally

d anlalkyl
€ a 5-

substituted witth eﬁ%eyoﬁ% grap i r&‘g@v lrtr jn ff;b‘;ﬁéac’@;@n at ons
or "ane o “more. LA GO 0L ART A A A b o

Advant ageonsl vy, ggged ggtgp(g§§ y the gréups C]—I, [ %4 -f 2, -1-41- 10FI or
NI FI NT12. Preferably, R and R,, whi ch may be identical or different

each other, are represented by a hydrogen atom an al kyl group having from
1 to 3 carbon atons or an al koxy group having 1 or 2 carbon atons.
Preferably, R3, R128, which may be identical or dif- ferent each other, are
represented by a hydrogen atom an al kyl group having from1 to 3 carbon
atons, an all""cy group having 1 or 2 carbon atons, a Fir, CI or F atom an

B g p—r—




10 sullbnic acid, oxalic acid, para-toluenesul fonic acid, benzenesulfonic
acid, succiaic acid, tannic acid, and tartaric acid. Typi cal exanpl es
of suitable physiologically acceptable mneral bases are hydroxides,

car bonat es and hydrogen carbonat es of‘%nnnniunl cal cium magnesi um sodi um
and potassi umg f ofy, i DSt @GR AL EEADBINAAY Q%R avEALChINY dicpX%i de,
nagne5|unlcarbonahBKHSdewmahydingﬁﬂy@@bb@nﬁhena@dh@ﬁias&uu&hhydbogen

car bonat e. Typmeald@xanpl%QTOﬁDSGLbﬁﬁﬁﬂ@ 10g¥@a4hikab@%ftable

organi ¢ bases a%ﬁ C‘PmJ fbe‘fé’r’ﬁg | ﬁ o 'Fl)fl eﬁgmd]ﬂ
enzyl c,t hyl ened & 1djca g¥h r rg})r@suemuzl 'bci/ éfi ré)écﬁ aLfG &
2-di nael | ayl ar nizneefi @anep, het-h ago ffht i eio et re;mﬁ I288RE, or R, ,

N- et hyl naor phol nngal\ketxlvawl pkpe; iforihne a N—rre.t I’ayhgblbccc;d hgteey- L41 LK
alalite, gill CL}GJSaraIIe hi sti dne droxyeth |per|d|ne
N- ( 2- hydr ox- y&tt £ et Nfﬂ‘h%l ‘?’§‘é’p]’q iéa}tﬁﬁﬂ ;’;D&‘sflf “I“Eé%‘qgiﬁ Fucanai ne,
mor phol i ne, pi PeRa£Aaty, RiPelik Kg,egrth DM o bt | thy BaBhpBont

ri met hy"am ne, tatbphepyl am ne and trornet hanai ne. Dependi ng on the
nat ure of thel%ubns:t-ymreﬂbsdr%hfenca alind! sfmfﬂm haivangl fram. ¥ f0Pm esters
wi t h physi ol ogi é?ﬂ\ ﬁaglldé“ﬁ r%%i,gﬁcqer 1«51%%%@'] °r°‘gtt§§¢’orrpounds
of the present iR S p gfw ' §flgr,§§tdlslg,rre,res

enanti onaers anddﬁhﬁ{&EBCSHt(h@ﬁi eyna&e@ptcabi& sabk&sOh1as 18F S1vaird-he
conpounds repr esent edbynfdkyillearofip hdesogifiyedailntt ﬁeu@rl‘tapwtoﬁhe, prodrug

of a conpound>of 1111%Yrﬁﬁ an(”ﬂ}\ylszr&“ﬁmbé‘ ﬁééffpﬁﬂs]uﬁ%?aﬁ’ﬂ ﬁ%f:’tl ve form
whi ch, when adnifffSyEFed 074 LG, &1%’3@1@&@1&3% 8.3 conpound
of formul a (1). grou elat\/c;nahﬁs)mp %r@ Kakhynagcept abl

"physi ol ogi cabtynaﬁpep&abke. Nafie, N1ented lelﬂﬁflbne WI t hout any
particular |i i itatidoR- aﬂwmtreﬁlb’abbSM%bPé ff’oril 7 Lménl gther,
'11’1 <
phar maceut i € Oi’n&ﬁﬁé’(ﬁf ohpd S ﬁ?@f@ dlrfon Oﬁlglf;r?g The

conpounds acces di BY LA l‘onﬁ@%ﬁl@iv’t@’é iDoesanl bQV épéhﬁ%)écble used for
t hepr epar at bamuefmalyo n@m&u;tgc&a,l dﬁoam@su biroapt hatxmg achihve it st he

t reat nent otﬁdpcseagfaj‘f(bar’up&tlk@l urbelygglﬁ fripen ek Ré‘srg:@ﬁb@ﬁl t he
chenoki ne 1‘“‘?2?13 ¢yt (fr """ Q’mc tg T pl Vel f’productl on
of cyt oki ri e§il,pirhe 11% wit %Eatﬁid BionticaiPheherabl y, the
pat hol ogi esraesAc-Alied (ML, egh%g%méasgv 0] O MCadB-dn aldy Cord%gClRA ar e

articul ar dhseasestromenalod seabes, acandi.ovascul ar di seases, neta bc)I iC
syndr one, obeﬁ{ yradi ‘abe‘tlésimgﬁ’s‘ulflﬂh Zrlémlsg’&h%@ laﬂtillé%n’ifé\m 1 to |

part culor “FYRCpalTA o Heeot e Wt B 9.0 S TP
el

1I() 1S, C
are rheunat f arqt. Ik B odbLRE B Rdue et eth\exravbl SCLT ONASms

. psoriatic Bethkkdd R, ahRQSHSMBIPHirks mlelphhgi Fsyr diabetde avephar capat | ay,
gI oner ul oneptigh iR'izg1d pol.pepsthenkivine yddinticad e r diferan| ¢iah Ollbﬁg di sease,
fibrosis, niff%: Jﬁeé’%@i ‘é?’d@(‘%r‘“%FE‘ﬁéP‘i‘ré‘P aligylsgarer hayige 46’6t i'afed

DO Y

dementi a, abcjePLht H8FMBLLLL $n RSBLTASL i cAY 8: LAHEMON SaclIBLeSC] erosis,
myocar di al ARG hQRIrRAgE NAn AGNIEx £O6 BNAE Vil TeARES, tadeRoIBS
car ci nomas ansgheicastasedcniiaboh isg-odirs €aseS.and coenpldmabows <ol | ow ng

surgi cal i nB&rMﬁ@ﬁS‘%ef}@l"rfa@ﬂ? Brs - dvatpt 8 nla%dﬂ%p‘ll’a%ﬂ??f AreePeet or ny,

circul ati on®Fe¥&8very t hn| aues,, d ranspl.ants. A aan | sRlacenent, s, tissue
repl acenent s, and, s e T Elprllsil hB PREUAGULAT 1-bha-patkol ogi es
associ at ed m,yuh}o&b&ne:myﬁsﬁlm)m d@ri\Xﬁ@J&s ke @anelibleunabehsdubs (hy i ti s,

| upus nephrPrldsphdnaibetcnchﬂeﬁbrr ?Pa 1@67#16111@“?0@“ tsegsberovedrative

angi na, " and,, g OBLIRATL @%n QJ‘ 1) 9&% oy LtAv LIRSS, for
exanpl e, ang;gmltﬁsgy,mﬂ;r&ﬁj@@ﬂgny) ﬁLDdeIcﬁikﬂMcﬁ{llex ecqMersy:ibaghnabgnes.
Preferabl y, dukeicpatwoliohiresvdss ot hatedeirtdn ctitte X pr bs’iloa;yoa‘ngll@r, and t hus
of 111,-12 ardliskhsg3is aftaursrmmlng r%e%ég“ls ‘as%hg%ﬁﬁﬁex-
degener at | VBT AE OTAC AR E HH SAOEREC, S PR CH e

pat hol ogl esﬂagg,qpl ated with the expreSS| on o p40 are rT1eumat ol d art hritis,
psoriasis, gl Sfol@:l’rbl:h@fgﬁ@'hﬂhtl/Sppdic&hﬁI]&S§ 1bup1¢sﬂe4wﬂmehnat@sl {tsen4di abet es,
Crohn' s di seabe- hemﬁ*twm@ws‘mﬁaasﬂbFﬂ(ﬂﬂ‘e&'awﬁﬁenacm‘éh“@&'rﬁ?rn@ms br east
car ci nomas, PFRg- <e:‘a1=> Ei nbfes 3 %Ol‘t“ii‘%°8é?€i°ﬁbﬁﬁ’§il =11 Cﬁgglﬁ"ﬁn’dl(l NTS
neopl asi as. yyc &ir ymbf W& ] @m@yiﬁ@&@w% RSy kit present
i nvention afe- pszga(ﬂqujk séujlla -endasagetberascsonpli sing an effective
dose of at |east one conmpound of fornmula (T), or a pharmaceutically

acceptabl e salt, ester or prodrug thereof; and at |east one

phar maceutical |y acceptabl e vehicle_ Exanpl es of pharmaceutically
accept abl e vehicles known in the prior art are, for exanple, glidants,
bi nders, disintegrants, fillers, diluents, |lavciurings, colorants,

I hridizers, lubricants, preserving agents, |atnmectants, absorbents and




The activity of the conpounds of the present invention on p40 was
denonstrated. in vitro in -human nonocytes via gene expression anal ysis
techni ques via "real-tinme™ rt-r-ncin. is known to those skilled in, the
art, the abovenentioned experi nent al del is useful for checking the
activity of cgRpounds, Whidhdeoasd & enthe-g%pkesskamf roileand Ry be
consi der ed ase prediciiye-@hdatderaetimiat i n man for the treatnent of

pat hol ogi es characterized by di e expression of p40. The preparation of
t he conpounds of general fornula. (1) nmay be performed according to one of
the follow ng procedures. In mat hedt A, the conpounds of genera

tFormula (I'1l) are reacted with the cobounds ©of formula (INT). The
substituents 12., torts, ave the ne%ﬁﬂgggugiven previously for
t he conpounds of for g Q imdicates a | eaving group chosen from
the group conprising hal og p-CH, PhSC.), . 13 Method A is
performed according to conventi ona hni For exanple, the al cohols
of feruattla (I11) are reacted, respgctiVvgly, gLhe derivatives of
formula (1V) in which Qis a |eaving gr r efek abl'y chosen fromthe croup
conprising a chlorine atom a broni nE~at om and &« net banesul fonyl group_
The reaction is perfornmed in the presence of a suitable base and in a
sui t abl e solwevihicti:he bases that may preferably be used are butyllithium
and Iithiun1d§%$opy' Faﬁ%hggéOmheﬁégs—ﬂﬁéﬂgﬁbvéﬁéggjhablaygg%Qitable for
this type of reaft?% -@?g 7 &rani 15 Apret] _cﬁ%ﬁ?ﬁ%;rﬂﬁ%sas
tetrahydrol i ar af o dPEf _nigﬁﬁﬁgﬂﬁ2§tdi OApbi hiars AL

i

y 1] S
i o oL 0KaE. o 188 Bastd Emcbadper at ure
is preferably belrawrgis haembempehal ubes andudie arehhsxabanmperaturé of t he
sol vent used. RReactliRns. ofhidhi sady pe whyndiast orfdidfiredieywmdiounbero a few
days_ Meth od 1imap pe hydrgedm.]pnpalkyl sropmp derhed Ferehk ©ofpounds of

gener al fornulagfvﬁgﬁ¥§€§§§§ﬁ§ﬂzﬂﬂfﬂkPﬁé’@6ﬁﬁ8¥9¥%ﬁguﬁﬁié8?ﬁhﬂﬁ’?VI). The
substittient K (g RpcA Kok Nocrhaye i BRBHRGS) Jinver phRyireus) y for the
conpounds ofRf gy, Mm@z (1)—ard QMKE,cates .a. heari,ny g sen<fyom the
group ccunpm sylaigh hal ogen, --------- and p-C2l 1, PhS03 Method .13 is

per’ or red_acobval MY e Rty snor ) ehnnl age s, POt erafi, LM i conol s
of formula (V) ZLe teactRd; Eeinetly Sahy R W Tl Bhe Hari Vot Ves,,
of Thrill:1_lla Edrekmhwhieltfyics a. | eaving group preferably chosen from
the group conp.i-shigy d<iboliceeat em aticpl grbme dtormantranmegt kafesul | bnyl
group. The reacFPﬁEstaﬁéFF@Pﬁ?ﬂ*ﬂﬁﬁYﬁgf?ﬁéééﬁe%ggfoaﬂédFﬁ?fP??ﬁéSe and in
a surtabl e sol vt ThECbAES AT iy RCRY ot st dhcne]
bray! | - dal - um &ndo it B WA 125 0P GO, AW IR WHEHease (R SGLNENSS that are
sui tabl e for thisftofpatobacpacthen rddrasenpicefiiey abdyirpglkar aapr et C
sol vent s such asikel rafaydriohy nan, fiditet Ayto et heprborm s @€ &rd e . The
reaction tenper &0HFENTS Pret dfabt yorBtWERA T tnf temsRPErGHe g The r eant
tenperature of; tHE, 50 Vent nisadn-50b4 cLEARS Aol MGl dpeeNBY Jips). from a
few hours to a fewdB¥ShydBSen, an aliaymglidat Gatiig product stcofs gener al
formula (1 X) arearbact edonrt ot ke pilkdxnpetesoofpr denerat frompul at( X) . The
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COOR', CONMRHI(R'™) with R' and R", which may be
identical or different each other, represented by hydro-
gen and an alkyl group having from 1 to 5 carbon atoms,
X, may be an alkyl group having from 1 to 5 carbon atoms,
optionally substituted with one or more alkyl groups
having from 1 to 3 carbon atoms or one or more alkoxy
groups having from 1 to 3 carbon atoms,
X, may be OH, NH,, NIHOH or NHINEL,,
R, and R, , which may be identical or different each other,
may be hydrogen, an alkyl group having from 1 to 5 carbon
atoms or an alkoxy group having from 1 to 3 carbon atoms,
R, R, and R, which may be identical or different each
other, may be hydrogen, an allkyl group having from 1 to 5
carbon atoms, an alkoxy group having from 1 to 3 carbon
atoms, a halogen atom, —OH, NRHR™), —N(RHCOR",
CIN, CONR'R", SO, NR'R", —SO,R’, nitro and trif-
luoromethyl; with R' and R", which may be identical or dif-
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2 3 4 567 8 9 Iﬁ(ﬁdﬂ)@nl\lﬁia fidrther aspect, the prc-,bc,nt invention relates
to a method for treating or preventing diseases based on the
expression of MCP-1, CX3CRI1 and p40, characterized by the
administration to a person in need thereof an effective amount
of the compound of formula (1) previously described.

DETAIL FEID DESCRIPTION OF THE INVENTION

Preferably, in formula (I) previously described, residue A is
represented by the group 2, or X, —OCIR)I(R, ), where XX |
is an alkyl group having from 1 to 3 carbon atoms, optionally
substituted with one or more alkyl groups having from 1 to 3
carbon atoms or one or more alkoxy groups having 1 or 2
carbon atoms, and R, and R, 5, which may be identical or
different each other, are hydrogen, an alkyl group having
from 1 to 3 carbon atoms or an alkoxy group having, 1 or 2
carbon atoms.

More preferably, residue A is represented by the group X,
or X,—OC(R;OHR, o). where X, is the group CId,, the group
CHLCFEIL, or the group C(CH )., and R, and R, ,, which may
be identical or different each other, are hydrogen or a CHg
group.

Advantageously, residue A is chosen from the group cona-
prising a group CH,, a group CH_,CIH,, a group C(CH,),, a
group CH, ,CH,OCH.,, a group CH,CH,_,OCCH.), and a
group CH,,CIH,CEFH ,OC(CEl3),.

Preferably, in formula (I) described previously, residueY is
represented by the group N(R, )(Rlﬁ), 1\T(12l Q)N(R LRy s),
= b3 N(R14)(R15) or N(IR 5 )2 o X

More pre c,rably, in formula (I) de%crl bed prevu)usly, resi-
dueY is represented by the group N(R, DR, 5D, NI, DONR L, )
(R;s) or N(Ry3)—Xo—INIR G DR 5)-

Advantageously, R, , is represented by a hydrogen atom, an
alkyl group having from 1 to 3 carbon atoms, an alkoxy group
having 1 or 2 carbon atoms, or R, together with R, , forms a
5- or 6-membered heterocycle.

More preferably, R, is represented by a hydrogen atom, an
alkyl group having from 1 to 3 carbon atoms, or R, , together
with R, forms a 5- or 6-membered heterocycle.

Advantageously, R, , is represented by a hydrogen atonm, an
alkyl group having from 1 to 3 carbon atoms, an alkoxy group
having 1 or 2 carbon atoms, a heteroaryl group, an alkylaryl
group, an allkylheteroaryl group, CONRD(R") with R' and
R, which may be identical or different each other, repre-
sented by hydrogen and an alkyl group having from 1 to 3
carbon atoms, or R, ;5 together with R, , forms a 5- or 6-mem-
bered heterocycle.

More preferably, R, is represented by a hydrogen atom, an
alkyl group having 1 or 2 carbon atoms, an alkoxy group




HH H HHH

10 NH OH 11 MN [2 12 N I NHCONI | 2

9

having 1 or 2 carbon atoms, a heteroaryl group, CONMRD(R™)
with R'and R", which may be identical or different each other,
represented by hydrogen and an alkyl group having from 1 to
3 carbon atoms, or R, , togetherwith R, ; forms a 5- or 6-mem-
bered heterocycle.

Preferably, R, ; and R, 5, which may be identical or differ-
ent each other, are represented by a hydrogen atom, an alkyl
group having from 1 to 3 carbon atoms or an alkoxy group
having 1 or 2 carbon atoms.

More preferably, R, and R, 5. which may be identical or
different each other, are represented by a hydrogen atom, an
alkyl group having 1 or 2 carbon atoms, or an alkoxy group
having 1 or 2 carbon atoms.

Preferably, R, is represented by a hydrogen atom, an alkyl
group having from 1 to 3 carbon atoms, an aryl group. a
heteroaryl group, an alkylaryl group, an alkylheteroaryl
group, COR', COOR', CONRHR™) with R' and R", which
may be identical or different each other, represented by
hydrogen and an alkyl group having from 1 to 3 carbon atoms.

More preferably, R, is represented by a hydrogen atom,, an
alkyl group having 1 or 2 carbon atoms, an aryl group or
CONRHER™) with R' and R", which may be identical or
different each other, represented by hydrogen and an alkyl
group having from 1 to 3 carbon atoms.

Advantageously, X, is represented by an alkyl group hav-
ing from 1 to 3 carbon atoms, optionally substituted with one
or more alkyl groups having from 1 to 3 carbon atoms or one
or more alkoxy groups having 1 or 2 carbon atoms.

Advantageously, X, is represented by the groups O, NEL,,
NHOH or NHINH,,.

Preferably, R, and R, which may be identical or different
each other, are represented by a hydrogen atom, an alkyl
group having from 1 to 3 carbon atoms or an alkoxy group
having 1 or 2 carbon atoms.

Preferably, Ry, R, and R, which may be identical or dif-
ferent each other, are represented by a hydrogen atom, an
alkyl group having from 1 to 3 carbon atoms, an alkoxy group
having 1 or 2 carbon atoms, a Br, Cl or F atom, an OH group,
a nitro group, a trifluoromethyl group or a group WN{(RD(R") or
NRHCOR"; —CN, —CONR'R", —SO,NR'R", —SO_R',
with R' and R", whichmay be identical or different each other,
represented by a hydrogen atom and an alkyl group having
from 1 to 3 carbon atoms.

Advantageously, R is represented by a hydrogen atom, an
alkyl group having from 1 to 3 carbon atoms, an alkoxy group
having 1 or 2 carbon atoms, a halogen atom, an OH group, or
R, together with one from among Rg and R, forms a ring
having 5 or 6 carbon atoms.

Preferably, Rs and R, which may be identical or different
each other, are represented by a hydrogen atom, an alkyl
group having from 1 to 3 carbon atoms, or together form a
group C=—O, or one from among R, and R, together with R,
forms a ring having 5 or 6 carbon atoms.

In the case of certain substituents, the compound of for-
mula (I) according to the present invention may be an asym-
metric carbon atom and may then be in the form of stereoi-
somers and enantiomers.

Depending on the nature of the substituents, the compound
of formula (1) may form addition salts with physiologically
acceptable organic or mineral acids or bases.

Typical examples of suitable physiologically acceptable
mineral acids are hydrochloric acid, hydrobromic acid, sul-
furic acid, phosphoric acid and nitric acid.

Typical examples of suitable physiologically acceptable
organic acids are acetic acid, ascorbic acid, benzoic acid,
citric acid, fumaric acid, lactic acid, maleic acid, methane-
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sulfonic acid, oxalic acid., para-toluenesulfonic acid, benze-
nesulfonic acid, succinic acid, tannic acid and tartaric acid.

Typical examples of suitable physiologically acceptable
mineral bases are hydroxides, carbonates and hydrogen car-
bonates of ammonium, calcium, magnesium, sodium and
potassium, for instance ammonium hydroxide, calcium
hydroxide, magnesium carbonate, sodium hydrogen carbon-
ate and potassium hydrogen carbonate.

Typical examples of suitable physiologically acceptable
organic bases are: arginine, betaine, caffeine, choline, IN,IN-
dibenzylethylenediamine, diethylamine, 2-diethylaminoet-
hanol, 2-dimethylaminoethanol, ethanolamine, ethylenedi- i
amine, N-ethylmorpholine, N-ethylpiperidine,
N-methylglucamine, glucamine, glucosamine, histidine,
N-(2-hydroxyethyDpiperidine, N-C-hydroxyethylD)pyrroli-
dine, isopropylamine, lysine, methylglucamine, morpholine,
piperazine, piperidine, theobromine, triethylamine, trimethy-
lamine, tripropylamine and tromethamine.

Depending on the nature of the substituents, the compound
of formula (1) may form esters with physiologically accept-
able organic acids or bases.

The compounds of the present invention also include the
prodrugs, stereoisomers, enantiomers and pharmaceutically
acceptable salts or esters of the compounds represented by
formula (I) described in the claims. The prodrug of a com-
pound of formula (I) is a substance in substantially inactive
form, which, when administered to a living being, is metabo-
lized into a compound of formula (I).

The terms “pharmaceutically acceptable’ and “*physiologi-
cally acceptable™ are intended to define, without any particu-
lar limitation, any material suitable for preparing a pharma-
ceutical composition to be administered to a living being.

The compounds according to formula (I) of the present
invention may beused for the preparation of a pharmaceutical
composition that is active in the treatment of diseases (or
pathologies) based on the expression of the chemokine MCP-

1, the cytokine p40, the subunit p40 (Gnvolved in the produc-
tion of cytokines I1.-12 and 11..-23) and the receptor CX3CR1.

Preferably, the pathologies associated with the expression
Oof MCP-1 and CX3CR.1 are articular diseases, renal diseases,
cardiovascular diseases, metabolic syndrome, obesity, diabe-
tes, insulin resistance and cancer.

In particular, the pathologies associated with the expres-

sion of MCP-1 are rheumatoid arthritis, arthritis induced by
viral infections, psoriatic arthritis, arthrosis, lupus nephritis,
diabetic nephropathy, glomerulonephritis, polycystic kidney
disease, interstitial lung disease, fibrosis, multiple sclerosis,
Aldlzheimer’s disease, FlIV-associated dementia, atopic der-
martitis, psoriasis, vasculitis, restenosis, atherosclerosis, myo-
cardial infarction, angina, acute coronary diseases,
adenomas, carcinomas and metastases, metabolic diseases
and complications following surgical interventions such as,
for example, angioplasty, arterectomy, circulation recovery
techniques, transplants, organ replacements, tissue replace-
ments and prosthesis implants.

In particular, the pathologies associated with the expres-
sion of CX3CR1 are rheumatoid arthritis, lupus nephritis,
diabetic nephropathy, Crohn’s disease, ulcerative colitis,
coronary disorders, restenosis, atherosclerosis, myoca ardial
infarction, angina, and complications following surgical
interventions such as, for example, angioplasty, arterectomy
and circulation recovery techniques.

Preferably, the pathologies associated with the expression
of p40, and thus of 1LL-12 and IL.-23, are autoimmune dis-
ecases, such as chronic degenerative inflammatory disecases,
and cancer.
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In particular, the pathologies associated with the expres-
sion of p40 are rheumatoid arthritis, psoriasis, glomerulone-
phritis, diabetes, lupus erythematosus, diabetes, Crohn’s dis-
ease, and tumours such as, for example, colon carcinomas,
breast carcinomas, lung carcinomas and prostate carcinomas,
and skin and CINS neoplasias.

Preferably, the pharmaceutical compositions of the present
invention are prepared in suitable dosage forms comprising
an effective dose of at least one compound of formula (I), or

a pharmaceutically acceptable salt, ester or prodrug thereolf,
and at least one pharmaceutically acceptable vehicle.

Examples of pharmaceutically acceptable vehicles known
in the prior art are, for example, glidants, binders, disinte-
grants, fillers, diluents, flavourings, colorants, fluidizers,
lubricants, preserving agents, humectants, absorbents and
sweeteners.

Useful examples of pharmaceutically acceptable excipi-
ents are sugars, such as lactose, glucose or sucrose, starches,
such as corn starch and potato starch, cellulose and deriva-
tives thereof, for instance sodium carboxymethylcellulose,
ethylcellulose and cellulose acetate, gum tragacanth, malt,
gelatin, talc, cocoa butter, waxes, ©0ils, such as groundnut oil,
cottonseed oil, safflower 0il, sesame oil, olive 0i1l, corn il and
soybean oil, glycols such as propylene glycol, polyols such as
glycerol, sorbitol, mannitol and polyethylene glycol, esters
such as ethyl oleate and ethyl laurate, agar-agar, and the like.

Examples of suitable dosage forms are tablets, capsules,
coated tablets, granules, solutions and syrups for oral admin-
istration; medicated plasters, solutions, pastes, creams and
ointments for transdermal administration; suppositories for
rectal administration and sterile solutions for injection or
aerosol administration.

Other suitable dosage forms are sustained-release forms
and liposome-based forms, for either the oral or injection
route. X

The dosage forms may also contain other conventional
ingredients such as: preserving agents, stabilizers, surfac-
tants, buffers, osmotic pressure regulators, emulsifiers,
sweeteners, colorants, flavourings and the like.

When required for particular therapies, the pharmaceutical
composition of the present invention may contain other phar-
macologically active ingredients whose simultaneous admin-
istration is useful.

The amount of compound of formula (I) or of pharmaceu-
tically acceptable salt, ester or prodrug thereof in the phar-
maceutical composition of the present invention may vary
within a wide range as a function of known factors, for
instance the type of pathology to be treated, the severity of the
disease, the body weight of the patient, the dosage form, the
chosen route of administration, the number of daily adminis-
trations and the efficacy of the chosen compound of formula
(). However, the optimuum amount may be determined simply
and routinely by a person skilled in the art.

Typically, the amount of compound of formula (I) or of
pharmaceutically acceptable salt, ester or prodrug thereof in
the pharmaceutical composition of the present invention will
be such that it ensures a level of administration of between
0.001 and 100 mg/kg/day. Preferably, the level of administra-
tion is between 0.05 and 50 mg/kg/day and even more pref-
erably between 0.1 and 10 mg/kg/day.
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The dosage forms of the pharmaceutical composition of
the present invention may be prepared according to tech-
niques that are well known to pharmaceutical chemists,
including mixing, granulation, compression, dissolution,
sterilization and the like.

The activity of the compounds of the present invention on
MCP-1 and CX3CR1 was demonstrated in vitro in human
monocytes via techniques of gene expression analysis with
“real-time”” RT-PCR and by protein production analysis via
an immunoenzymatic test. As is known to those skilled in the
art, the abovementioned experimental models are considered
useful for checking the activity of the compounds with regard
to the expression and production of MCP-1 and the expres-
sion of CX3CR 1. Consegquently, the above-mentioned mod-
els may be considered as predictive of the activity in man for
the treatment of pathologies characterized by the expression
and production of MCP-1, by the expression of CX3CR1 and
by inflammatory conditions with the presence of infiltrates
rich in monocytes and macrophages.

The activity of the compounds of the present invention on
p40 was demonstrated in vitro in human monocytes via gene
expression analysis techniques via “‘real-time” R1T-PCR. As is
known to those skilled in the art, the abovementioned experi-
mental model is useful for checking the activity of com-
pounds with regard to the expression of p40 and may be
considered as predictive of the activity in man for the treat-
ment of pathologies characterized by the expression of p40.

The preparation of the compounds of general formula (I)
may be performed according to one of the following proce-
dures.

Method Ac:

RS

(&Y

In method A, the compounds of general formula (I11) are
reacted with the compounds of formula (IV). The substituents
R, to Rg., A andY have the meanings given previously for the
compounds of formula (I) and Q indicates a leaving group
chosen from the group comprising halogen, CH SO5—— and
p-CH.PhSO, . )




5-CN 33

p-OCH3  5-CN 34 n nCoO 11 35 (CH2) 2H H 36

13

Method A is performed according to conventional tech-
niques. For example, the alcohols of formula (I11) are reacted,
respectively, with the derivatives of formula (IV) in which Q
is a leaving group preferably chosen from the group compris-
ing a chlorine atom, a bromine atom and a methanesulfonyl
base and in a suitable solvent. The bases that may preferably
be used are NaH, butyllithium and lithium diisopropylamide,
whereas the solvents that are suitable for this type of reaction
are preferably polar aprotic solvents such as tetrahydrofuran,
diethyl ether or 1,4-dioxane. The reaction temperature is pref-
erably between room temperature and the reflux temperature
ofthe solvent used. Reactions of this type may last from a few
hours to a few days.

Method B:
R1 R2
O
S AN Q HO-__ /u\
RS : ™ A Y
= N/ VD)

D

In method B, the compounds of general formula (V) are
reacted with the compounds of formula (VI). The substituents
R, to R;. A andY have the meanings given previously for the
compounds of formula (I) and Q indicates a leaving group

chosen from the group comprising halogen, CHl;SO4 and
P-CH, PhSO,—.

Method B is performed according to conventional tech-
nigques. For example, the alcohols of formula (V1) are reacted,
respectively, with the derivatives of formula (V) in which Q is
aleaving group preferably chosen from the group comprising
a chlorine atom, a bromine atom and a methanesulfonyl
group. The reaction is performed in the presence of a suitable
be used are Nall, butyllithium and lithium diisopropylamide,
whereas the solvents that are suitable for this type of reaction
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are preferably polar aprotic solvents such as tetrahydrofuran,
diethyl ether or 1 ,4-dioxane. The reaction temperature is pref-
erably between room temperature and the reflux temperature
ofthe solvent used. Reactions of this type may last from a few
hours to a few days.

Method C:

HY
0

O

. \\
R l 7 Rr3

—

2
5 XS
R: R4
(@5

In method C, the products of general formula (IX) are
reacted with the products of general formula (X). The sub-
stituents R, to Ry, A and Y have the meanings given previ-
ously for the compounds of formula (I) and T may be hydro-
gen or an alkyl group.

Method C is performed using conventional techniques.

When T is hydrogen, the method imvolves the use of a
suitable agent for activating, the carboxylic acid, such as thio-
nyl chloride, and an aprotic solvent. Preferably, the solvents
used are toluene, tetrahydrofuran and dichloromethane. The
reaction may be performed in the presence of a base, which
may be either organic, such as triethylamine or diisopropyl-
ethylamine, or mineral, such as sodium methoxide. Prefer-
ably, the reaction is performed at temperatures of between O°
C. and the reflux temperature of the solvent used. The reaction
time generally ranges from 1 to 24 hours.

When T is an alkyl group, the method involves the use of a
suitable mineral base, such as sodium methoxide or NaOH
and an excess of amine of general formula (X). The reaction
may generally be performed using a suitable aprotic solvent,
preferably toluene or dioxane or the same reactive amine (X))
if its physical state makes this possible. The reaction is pref-
erably performed at temperatures above room temperature,
for times that range from a few hours to several days.

The examples that follow are intended to illustrate the
present invention without, however, imiting it in any way.
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PREPARATIVE EXAMPLES

The compounds of formula (1) listed in Table A below were
prepared using the preparation methods described previously.

TABLE A
Groups R
No. A Y 1 2 3 4 5 6 7 8
9 C(CHjz), NH, H H )28 H H H H H
10 " NHOH " " " " " " » "
11 NHNIH, " " " " " " . "
12 NHNHCONHM, * v " ” v " " "
13 NH(CH,)»N(CH;)s " h " * " " " v
14~ NH-(2-pyridine) " " " " " ° " "
s " NH-{1-(4-CH3)~ ” " " " " " v "
piperazine]

26 ¢ NHCH,COOH v " " " "’ " " "’
27 WH—NH-Ph " " " " v " " "
28 " N-morpholine v " " b " " " .
29 ¢ NI, " " " " " " " 5-OCH,
30 ¢ » » "’ p-Cl " " " " H
31 " " ” " p-Cl m-Cli " " " "
32 " NHOH ” " H H " "’ " 5-CN
33 " " " pP-OCH " ” " " 5-CN
34 " " " " H " " cO H
35 ¢ " N v " " (CHy)y H H
36 CH, " " Y p-OCH, " H H "
37" NH, N Y H "’ v " " 5-CONH,
38 C(CHj),CH,OC(CHz, " " " "’ " " " " H
39 C(CH;3),CH,OCH, " ! ! " " ! "
40 " NHOH " " " " " "

41 " " " " p-OCH;, " " " " !
42 CH,CH,OC(CHj), " " " H " "

43 CH,CH,CH,OC(CHj3), " " " ? » " " " "
44 CH,CH,CH,OCH, " " ” " " " " “ "
45 NH, " " " " " " " "
46 CH,CH,OCH, " v " " " " " v "
47 NHOH " " " " " ? " "
48 v WHNH, ” " " " " " " "

The details of the preparation of most compounds of Table
A are given hereinbelow. The remaining compounds were
prepared with similar techniques using suitable starting prod-
ucts and reagents.

Preparation of Compound &

2-[(1-benzyl-1H-indazol-3-yDmethoxy}-2-methyl-
propanamide

%9a) methyl 2-[(1-benzyl-1H -indazol-3-yDmethoxy]-
2-methylpropanocate

A suspension of 2-](1-benzyl-1H-indazol-3-yDmethoxy]-
2-methylpropanoic acid (20 g; 0.062 mol) [prepared as
described in patent application EP 382 276] in methanol (300
ml) was treated at O° C. with gaseous HCI for 4 hours. The
mixture was then poured into water (500 ml) and the product
was extracted with diethyl ether (3x<250 ml). The combined
organic phases were washed with 5% sodium bicarbonate
solution (2x100 ml) and then with water (50 ml). The solvent
was evaporated off under reduced pressure and the crude
residue was purified by crystallization from hexane.

18.5 g of methyl 2-[(1-benzyl-1H-indazol-3-ylDmethoxy]-
2-methylpropanoate were obtained.

m.p.=66°-67° C.

(s, 2HD. 5.54 (s, 2H), 7.0-7 .4 (m, 8H), 8.03 (d, J=7.61 Hz, 1H).
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Ob) 2-[(1-benzyl-1H-indazol-3-yDmethoxy]-2-meth-
vipropanamide

A solution of methyl 2-{(1-benzyl-1H-indazol-3-yDimeth-
oxy]-2-methylpropanoic acid (15 g; 0.044 mol) in methanol
(250 ml) stirred at room temperature was treated with gaseous
NFEI; for 48 hours. The solvent was then evaporated off under
reduced pressure and the crude residue was purified by crys-
tallization from ethyl acetate.

7.3 g of 2-[(1-benzyl-1H-indazol-3-yDmethoxy}-2-metlh-
vipropanamide were obtained. '

m.p.~111°-112° C.

TH-INMR (CIDCls, & ppm): 1.58 (s, 611), 4.88 (s, 2H), 5.57
(s. 2HD, 5.64 (bs, 1), 6.94 (bs, 1H), 7.08-7.43 (m, 8H), 7.77
(d, J==8.04 H=z, 1H).

Preparation of Compound 10

2-[(1-benzyl-1H-indazol-3-yDmethoxy]-N-hydroxy-
2-methylpropanamide

10a) methyl 2-[(1-benzyl-1Fi-indazol-3-y1Dmethoxy]-
2-methylpropanoate

A suspension of 2-[(1-benzyl-1H-indazol-3-ylHmethoxy]-
2-methylpropanoic acid (20 g; 0.062 mol) in methanol (300
ml) was treated at O° C. with gaseocus FCI1 for 4 hours. The
mixture was then poured into water (500 ml) and the product
was extracted with diethyl ether (3250 ml). The combined
organic phases were washed with 5% sodium bicarbonate



CH2CH206: 1- 12 47 " N11014 ' 48 " MN-I2 The details
of the preparation of nobst conpounds of Table A are given hereinbel ow. The
remai ni ng conpounds were prepared with_simlar techniques using suitable

starting products and reagents_ Preparlétion of Conmpound 9 2-[(1 -benzyl- 1

T-1- incl azl 1'1%'1&(1'.1)(@ m&xwlﬂ)zéﬁﬁtﬂyéd with water (50 ml). The solvent

was evaporated off under reduced pressure and the crude
residue was purified by crystallization from hexane.

18.5 g ofmethyl 2-[(1-benzyl-1H-indazol-3-yDmethoxy]-
2-methylpropanocoic acid were thus obtained.

m.p.~=66°-67° C.

TFI-NMR (CIDCl,, 8 ppm): 1.56 (s, 61, 3.77 (s, 3K), 4.87
(s, 2FD), 5.54 (s, 2H), 7.0-7 .4 (m, 8FI), 8.03 (d, I=7.61 Hz, 1H).

10b) 2-[(1-benzyl-1H-indazol-3-yDmethoxy }-IN-
hydroxy-2-methylpropanamide

A solution of KOH (9.7 g, 0.173 mol) in methanol (25 ml)
was added at room temperature to a solution of hydroxy-
lamine hydrochloride (8.0 g, 0.115 mol) in methanol (45 ml).
The resulting mixture was stirred at O° C. for 30 minutes and
then filtered, and the solution was added to a solution of
methyl 2-[(1-benzyl-1H-indarzol-3-yDmethoxy]-2-methyl-
propanocic acid (19 g, 0.057 mol) in methanol (30 ml) and
CHCl5 (15 ml). The mixture was stirred at room temperature
for 72 hours. The reaction was stopped by concentrating, the
solvent under reduced pressure and washing the residue taken
up in water (100 ml) with diethyl ether (350 ml). The aque-
ous phase was acidified with 2IN HCI1 and the product was
extracted with diethyl ether (3100 ml). The organic phase
was then concentrated under reduced pressure and the result-
ing crude residue was purified by double crystallization from
a 1/1 hexane/ethyl acetate mixture.

6 g of 2-[(1-benzyl-1Il-indazol-3-ylmethoxy]-IN~-hy-
droxy-2-methylpropanamide were obtained.

m.p.=115°-116° C.

1HD, 10.05 (bs, 1F).
Preparation of Compound 11

2-[(1-benzyl-1H-indazol-3-yDmethoxy]-2-methyl-
propanohydrazide

To a solution of 1M hydrazine hydrate (100 ml, 0.100 mol)
stirred at 80° C. was added portionwise methyl 2-[(1-benzyl-
1H-indazol-3-yDmethoxy]-2-methylpropanoate (20 g, 0.060
mol). Once the addition was complete, the mixture was stirred
for 30 minutes at the same temperature and then heated at
120° . for 2 hours. The reaction was stopped by diluting the
mixture with water (600 ml) and extracting the product with
diethyl ether (4200 ml). The combined organic phases were
then extracted with 2N HC1 (4200 ml). The acidic phase was
then brought to basic pH with 10N NaOH and again extracted
with diethyl ether (4200 ml). The combined organic phases
were concentrated under reduced pressure and the crude resi-
due was purified by crystallization from a 1/1 hexane/ethyl
acetate mixture.

16 gof2-[(1-benzyl-1H-indazol-3-yDmethoxy]l-2-methyl-
propanohydrazide were obtained.

m.p.=92°-.903° (.

TH-NMR (DMSO-d6, & ppm): 1.41 (s, 6HD), 4.30 (s, 2ED),
4.73 (s, 2FD), 5.62 (s, 2FD, 7.15 (ddd, J=8.00; 6.98; 0.80 Iz,
1H), 7.20-7.34 (m, S5F), 7.38 (ddd, J=8.37; 6.98; 1.17 Hz,
1D, 7.66 (d, J=8.48 H=z, 1), 7.90 (dt, I=8.11; 0.91 H=, 1H),
8.84 (s, 1HD).

Preparation of Compound 12

2-{2-[(1-benzyl-1H-indazol-3-yDmethoxy]-2-
methylpropanoyl}hydrazinecarboxamide

To a solution of 2-[(1-benzyl-1H-1indazol-3-ylDmethoxy]-
2-methylpropanchydrazide (7.0 g, 0.021 mol) in water (100
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H i ndazol - 3-yl ) netli oxy]- 2-methyl proqgnoi e acid (20 o; 0.062 nme |)

[ prepared as described in patent application EP 382 2761 in nethanol (300
i ) was tr e?x&ﬁdaﬁtd 8O Gaam t(h 59@1%@9%%5&@ al Q‘E}O‘h‘lh%i'ﬁ%)er-[lhﬁrm XAl € was
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bi car bonat eggoﬂfupﬂﬁﬁ*(?ﬁ 1o rﬁblc teprd Wb RbtHomar et besUIAr n=ThE sol vent
was evapor ated SpEdublger Yeatced phesstr aHdSthE ¥ lide“PesriliE Was

pUI’I fied by CleY. (al)k‘IZZ EI fﬂé}m hq)fqnﬁldﬂzol QI,, 1ﬁe@lf10 hﬁl-n%z 1(1 -
benzyl 1 P{hylmﬁz&n&SS}gt »ahﬂ)é/k]gxtrwm’ﬁ hyk pﬁ%g)anﬂaﬁﬂ%\%gre obt ai ned

)—66 67 C. nlp*1'74° 17506* A g 88‘35%1)@,3 77 (s,
31 1), 4. 87 P-4 (i O 7.61 Hz,
IT-1). g,tf %ﬁgiﬁéﬁd@%} 2/ ‘j( {onaz 2 (Lshm

yfpropanam e 111), @thg onepf net hyl en zyl- 114-inda zol -3
-yi ) net hoxyl - 2-i net hyl pr opanoi ¢ aci d é g; 0 044 nol) in methanol (250 m)
stirred at room tenperat uF&“RAE2tFERP fW“fﬂogé%éﬁs NI -1.3 for 48 hours_

The sol vent \Nasztﬂz%nb%ylazgﬁr@i@dna L AnderHieduced, prasgar@;and the crude
resi due was purdihiy@dabihSyatsbal 114 zatioepipfapinehlivie aget-atlo- 7.3 g of 2
- [(1 -benzyl -1F| nada zol -3 -yl) mx@t-hoxyll 2- met hyI propananal dc were

obtai ned. -112 1 58 (s,

Jolu )
o 58 (5 b e 20 e e o
7.08-7.43 (Mo ﬁ; en r@pﬁ@atﬂgnga r&@npour&,pl) 24( -
benzyl-11- 1t¢nnﬂaa@rltuﬁey%)ersnaﬂh@cy]rrﬁaih&aydimw<?24anet(b Odpropdhanai de
10a) met hyl The paigericzy ab1‘11‘IF*41l S Vi 9F1-132 é‘tﬂlﬁbfeyﬂ]uz"l‘?mwﬁh% anoate A

suspensi on 8’1‘2r fgnﬁéﬁ5Y1 EN n?t%?%o‘l“ g@‘]’eﬁ‘: (z’l 2r opanoi ¢
acid (20 g;¢ Ai% ldhid RaEE Nl ﬁﬁéﬁ%@ & hhfaled, alnd G th
gaseous 1- 1@§1ﬁe&h§4eh@ﬂﬁ& 1 Ehelifinxinis €7 Wasnt, iepqeouiet dntso 1vweticn (500 m)

and t he prothictengis Oextlp agtedhwint iddisgt @hcetihe’raQGMQQOWﬁﬁ)cothe conbi ned

organi ¢ phaBst<nett Wé’éﬁé‘dr‘%m‘f’ﬁ‘% Ny BRaan 713 on (2x100
o ang R Eh et d T ot g AN AL VR sl K ot
reduced. pr gss&wcquﬁd:&Lhepﬁauee \f‘vésé asMas Ru i et:h}bycaﬁeﬁs taklsiozat i on
from hexaneml) ai8l ShgrofbrBid [Hdsibe m V\Zl.llhl-llQTéaZ“édeSLI yetlkbxyl -

2-1net hyl pre %‘e’daé‘#:ﬁ“\?ve‘r"éﬂ? ﬂégs O mb. ““1“
554 (1 VER Z_g}gl 1 zmmas = fnl <4 11;@ ) v:“:tle 8211 S 21-1 ) !
5.54 (s, 2110y lnnde fa et B0 % ldcrg@d@ Lt elbpordiob)o?e [ (1
-17zol -3 ylllki)d'rl’k‘eﬁhhl@é(@ ressure.
The residue obtained was dissolved in ethyl acetate (150
ml) and treated at room temperature with a solution of HC1 in
ethanol (about SN). The solid thus formed was filtered off and
purified by crystallization from a 9/1 ethyl acetate/ethanol
mixture.
12.1 g of 2-[(1-benzyl-1H-indazol-3-yDDmethoxy]-IN-[2-
(dimethylamino)ethyl]-2-methylpropanamide hydrochloride
were obtained.
m.p.=136°-137° C.
TH-INMR (CIDCl,, S ppm): 1.54 (s, 6F1), 2.75 (4. J=4.76 ¥z,
6FHI),3.01-3.13 (m, 2H),3.69 (q, J=6.46 H=z, 2F). 4.87 (s, 2H)),
5.61 (s, 2FD), 7.13-7.41 (mn, 8H), 7.69 (t, J=5.85 Flz, 1k1), 7.80
(d, J==8.05 H=z, 1F), 12.68 (bs, 1H).

Preparation of Compound 14

2-[(1-benzyl-1H-indazol-3-y)methoxy]-2-methyl-IN-
pyrid-2-yipropanamide

8 g (0.024 mol) of 2-[(1-benzyl-1H-indazol-3-yDmeth-
oxyl}-2-methylpropanoic acid were treated at room tempera-
ture with 3026 sodium methoxide (4.33 ml, 0.024 mol) for 5
minutes. The solvent was then evaporated off under reduced
pressure and the residue obtained was suspended in toluene
(160 m1l), followed by addition thereto, at room temperature,
of 2-aminopyridine (6.8 g, 0.072 mol). To the mixture, stirred -
at room temperature, was slowly added a solution of thionyl
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1-1-H NA12. (C713(1713, ppm): 1.54 (s, 61-1), 2.75 (d,1-4.76 6EL),
3.01-3.13 (m 214), 3.69 (g, J-6.46 :11z, 211). 4.87 (s, 214), 5.61 (s,
211), 7.13-7.41 (na, 8El), 7.69 (t, 1.5.85 flz, | H, 7.80 (d, J-8.05 Hz,
11:1), 12 68 (bs, 11-1). Preparation &f Compound 14 2-L (1
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added to a (Slﬁdd;lhleﬁnvxafb purxﬁed by crystallization from isopropanol.
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was added thereto. The mixture was stirred at room -tenperature for 24

hour s. The reaction WRESRTGHPERE BY Frrierimg 6ff the solid -thus formed

and concentrat bnfklt he solvent,,updst r educedi D assur e, naoskyde residue was
purified. -via flash chriomat oghapihiwi@ioidiaaigel ,” -using a 1/1

he-xane/ ethyl acetate mxture as el nent. The product obt ai ned was
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81-1), 7.6 (bt, 11-1), 7.77 (a, 1-7.82 11z, ITT), 10.38 (bs, 1El).
Preparati on of Conpcrmrmd 27
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m xture, kepbesti mbirng latudshisShsarpctienperat sreppwdsbs|owblinadded a

sol uti on of mihitong| tc hb@lmd@ﬂ(lﬁegamre ergBPawiinei e oPisAery 30t9d ), Once
the additi olYH&s 4 & ¢ o uY"é’s\/\7a§‘r§1’t‘1‘f“f1e‘Hlflbr”‘12‘A’ 1 BUTis e The
sol i d for mefiag THEN: ﬂ};@g& SR BI HRC e LG TER, o PaE TeYARS TR0 of
under reducg&raﬁgéswem @LQ@&&&MQH&M@@; vashed v thhhexanes(3 x 1 00
nil) and w ghva moglohem@ﬂetm&nmmsah&moowﬂeﬂ( 8@dnarb)e-3-carfhe crude
resi due obthpqgédams*’ br?fl}lé’éi“’f} BOELeSSi WY/ T3t 411 i zations -from

i sopropanol Fr dédi - Ten2y PP d520l(S FEVHT ek b(S’XﬁH)Z met hyl -
T. II-phenyI propano aydrazi'de were Cbtained. in p -124-125" C.

(C.7.0C1", 6 ppm: 1..61 (s, 2El), 4298%>(s, 21-T), 553 (s, 211), 6.10 (bd,
Hz, 11- 1) 6 7-70 ‘(’FﬁZY?sﬂ—)meh(IXY Alfmﬂdf@P‘F)?‘ 371)7180(161110&1 12=7.78;

1.19 11z, 1P1 99 (J.ad i;lb iz, 1115 Preparat i ep ;of.coypound 28
1- benzy1- 3- ﬁ(cﬁ; Ll by “iﬁéa)glufsp ROD dibrdy] éuzgc@mé ain dadazol
72 g (0. 2221dtmﬁhyd@t>faéi§ﬁ- Iemd)-mmaamlrec?.-cyl hael pafyerature

- 2- et by prm@icovémnadiqm édlﬁléraaéa Atz:rddmrtenp é?lacu hh?@cwhttipla
nael | nui oI| FolUrPeNHT: Eng glftf”ér UG 222 Zhol) for 10

mnattes, tfe éJI ent Was 1 hdne\an %ﬁggnqﬁ’dncug & pLessure and

t he resi duem»mcm cv\@ﬁasusaen;dedphmaeemn WO St aheeael(ze?ﬁf)vnhls) To the
suspensi on, estppratedtorfoomd atvar:leprwaStllaﬂdé"dlcmsT |rFrel 7.6 nal;

0, 888 nat al ?bF%P‘r "t‘blyplsfllﬁ‘\ﬁ‘b di et 0F ~8spt ;i:’?hs i3 m ?%?n ghlori de
(193 rril; S SR o HTBR REY ”f’h” AP g MBS St PP ed for 24
hours and the‘tﬁ-&& @@(@.ﬁsdl es ;s;t)agpedzbzyb;,limc BDgoO(fJ, anhge, aodnzd, t hus
fined. The salztiors. wasccangontrated underr educed pressure and the crude
resi due obtained was purified by cry L)a lization fromisopropanol. 14 g
of 1 -b en zyJ ﬁrelL?{,iL 3 Feh1bEd ol ¥ szngw;ngl #Lm%ra?@aget hoxy)

et hyl] - 111 -i ndazol e were thus obtained. na.p.-13

11-1- 1?11\ 4127 Bl \AB0tbn oppm) - be_apz:b?l @sm@:blgxysllil-ﬂnaa(zs’éla%—ylaEl) 4.73
(s, 211), 5n8®13('§1012®7§&; ?@Z?n\@l tllﬁ C £ % 1de (1 t| nd 29
2-1 (1 - be ??yrn‘%l] ‘ﬁﬁ?bﬁ i i 1052"6(? %yﬁ‘i )%?j‘olutlon Wa

2-rnet| ayl p;@;@gg}@glt

QQhG) ok nﬁigh XMO 'bjrnda

zol e- 3-c ar boxyimat mleZihlxN;r‘El\kdraa&h hghi O& Fanaurei okl e(vb]p)d\ﬂ%)r mg@mm ) was
stirred at %@ @01W1tltlheiﬂar. r@aneed| pch$=0fnr«deT(l@‘2 rgsylug, 2Esnilhgnwas t hen
added sl owl {9 tHe SHSEEHSLBRAnt’ tREVATRY di mn’s‘l‘s‘f‘?‘rrr‘é prarerC. for 4

ress ug ﬁ.ldL resi €W"ts 11

hours. The uegi lﬂrfd\op(al S oppEH Y C ST Y ot He B XL & e s GEmILANper at ur e
and pouri ngrd X LS Snleh 8 xWat 1 - ial /'dl@:ew1 Ca pﬂ{muﬁ{g wasiexbrract ed with

ethyl acetave-g88250 The CO rubined organic phases were concentrated under
reduced pressuf&ENNRTRe TR lde SrRidlie® Huss obt Ry fed/was HdpPi £id by
successi ve EPystar9-Zaribhg1¥bM 95 ethanol, to give 18 g of benzyl

1- benzy1- 5- met by 2 4k-i- Bde@zz@,hes31ﬁahbeagyJ1a;—1Lﬁu\Midma-mhﬁdag-poi nt of
107-109 C. sH | NTNPRy (2 FneChydpréppprjc a3:ia8 (s, 311) 5.51 (s,
2FI) 6.9-7.6. m 13T 1 7 (ch ronle ?ﬁ) -
(1-berizyl-5: i}ﬁ% ENEANE A B SN ﬁe%’fﬂa"ﬁ%n défzb 131 of benzyl
1- benzy1- 5- gL ROX¥-dld miyndaz @&@agnb@)gy Late.dild _rhg) th Mml }3odi et hyl
ether (100 nhi) dantrekenr ahyds okbtpam @irEU~ays s(llv%@ly’rh YicBtd Biogd Btakloom

t enper at ur e(NEE sk }\}Sa@déél Thropixtude 3v %“? hegutedg|40° Ehdert he

addi tion wag I m;@fhécéﬁg%ﬁ (p}g%gjj g;s‘ Lt ngﬁa{:rﬁw J.o24 hours.
The reacti of, W8S S1,0NPR0H Y ATESHQY FOGnLHE £ Lot tnd Liiddevi a

addi tion of wiai aleatda ﬁ&dl@m@vﬁwmﬁtflo(a@ d:;10.0Z2henorganiveagiase was
separ at ed o(6 rahy artch®@ sSobvmmbohas leuarf@wraﬁéd&mf*f tﬁhd%mv@dleree‘ekd%r essure.

The crude r8s$4 €8 Was' PUPITTEE DY Ji: (g 5 et hanol
o give 14 Hf ?Q"ﬁ%ﬁ@ﬂéﬁm &dﬁiﬂ:‘:ﬁ b mﬁ wfpf 3

_nel ting poLAtn R irer (330 chbDl 6 ppm): 33(t|s
[TT), 3.80 (s, 311), 4.92 (s, 21ul), 5.47 (s. 2F1) 6 9-7.5 (m 811).

29c) 1-benzyl-3-(chilciromethyl)-5-netli.oxy-1Hincl azole "to a

sol ution of (1-benzyl-5-nael hoxy-111-indazol-3-y1l) nethanol (18 g; 0.07
nmol) in chloroform (200 mM) stirred. at roomtenperature was slowy added
thionyl chloride (15.8 g; 0.13 nol). Once the addition was conual ete, the
solution was refill NIOC for 24 hours. The reaction was then stopped. by




IT T-NMR (01.1C13, S ,ppni): 3.85 (s, 310, 4.97 (s, 214), 5.51 (s, 21-1),
6.9-7.4 (in, 811). 29d) 2-1(1-benzyl

-5-inethexy-111-i ndazol - 3-yl ) met hoxy- 1- 2-rnet hyl propa noic acid To, a

sol ution containing 1-benzyl-3-(chl orédfieftlyl)-5- nethcixy-111-hadazol e.
(2.95 g; 0.03-micil), andef hyl, JrHexy3aet dutanat.eqhled8ubdadl. 015 nmol)
in 117, . 31ViR1§S8a B desstir& A1 ah e QORI Arpanal dbeaMast s+ onbyraddad 60Y0
Nal | (0_36 gy Axakbimmhiionl gt Xoun ersesnthameatethteamiduls: thi ar 24
hours. The seacOi®r W3- [Stlopwed-Dy Seootthegy t1Hd -sudpensicoy Dergtbom

t enper at ur eo%igd %dmersbywafef’a{lme ‘“l‘ﬁl)d WHE sorvelt seRoBvapdr 4F&d of f under
reduced pre d s, treated at_r g xz'v%tjg Nag 1 (0 84 g;
0.021 nei) h%%ﬁg lﬁgb 9%? cfg d(ﬁi) ¢ 0B g6 purm)

SmxXture was. Mhnecsace edxiparahaw trempesanﬂ elnnd 7d|5|5u(<e,d1wth5wat er (50

nTL) The al kh?ilh@)phaasﬁ%\as Wakhed vvlth di et hyI ether (2x20 m) and, then
acidified with ated | 1 extragte d et her (3x30

22 The cor’r% readfgﬁ(ga%@l; 155 ne Of);};c;g?éﬁhni At)p% h'gielg%%leduced pressure
and the crude residue obtai ned was pur| fied by crystal lization from10/1
hexane/ et hyl ddet a’tfequt‘d’ee wierpyel §ig8 thegpr@oeedy méﬁi descrlbed in

- ber Ezy| - 5- ¥ & d&/‘oi fn‘cﬁ)ﬁilgl’ugiyﬁ %e\%i?[(? ag‘ﬁgﬁ& c acid
V\nthanelt,gtnﬁug{gp 0f L2 cii N PERPSE 6 ppm: 1_44
(s, 614), 3.77 (s, 31 4.69 (s, 214), 5 55 (s, 214), 02 (dd 1- 94 5;
2.38 Hz, 1l 1) 7. 17 7. 33 1(’n?p§11211)10n7011F‘(Wﬂpomnzl 739 Hz 114), 7.55 (d,
1-9. 15 Hz,

- met h14- |ndazol %4 Lﬂoro M 1734 gﬁﬁy nlaerln Xy}_ The product

1
was prepared -vi a the procedures desgrrl din the preparatl on of conpound.

9, usi ng 302a) [1-(4- chlorobenzy]) 1H-indazol-3-yl]methanol

2-[(1-benzyl - 5 met hox -1Hi nd - tJllox(x thl){hrlogatlcuc acid
as starting.4 ) _gg béf) I ebgnzyl ) -

1H-incla ZOL 6 &7 Jﬁb oY nlixtg.i[r@\tvl&)é W&D@Hﬁﬁm i élana.hl oro
benzyl) - ll-l-lem:kalri:ﬁ{o aBreyleﬁtnL il g anar. |4- chloTobanmSlp@mEn@dcc(fMG@Ml Nal |

( 2 7 g; 0 n|(ﬂ) tvga}lfué]qe 2ddedy lwasll wideg wab then stirred at

1-benzyl - W%E:%ix @PPH@ a"m ;}‘?Lb‘ 0D gﬁf E@?O@g‘&g‘g was

br Ought t O lﬂl k2 tbaSblal e'lﬂg cthv

4-chl or obenszz)ﬁhcd}horalcde (smllﬂ)gm@ \Qgtaf)l(jsx\msluhbertrﬂd eThewraisxt ure was
t hen sti rredv:apor:efddlpﬂoruwidxou¢§110¢hleprreaetlr‘en7\7@&8 Me‘d%b ueool i ng t he

mxture to ¥¥yhe gg;eliag P?@"g\eﬁ}‘%y DARE*ThE Orgalite phase was
separ at ed 0’%@@&9' VE?éilaq %w@c(yyé@imzai 1€ (‘EQXJffiL/a@f&wa er

(5850 m). MARLWa S ceyaperfated af {1u|ade&hke1dme1dzplﬁsmhel The crude

resi due t hugasbl-g-nathwad zpursl.fi ed by flash chromat ography on silica. gel,

using as el ue\_ﬁil ra??/(PTrel%aﬁ‘\eFé acet at gg re lluf p;r I(%uc‘st ,obt ai ned
i

was crystallize < fg;lh 0 Qi N8 4. 4 g of

[ 1- (4-chl orésbenzyl) %fgl?(n 220 - 1 m et hanol . .-102 -104 ) C
1H1' 11V112 (CB@>12- {blp@mcm&rab(dmﬁmr;l iBRE(Is3-2Mrhpth s, 37 (s, 211),
6.8-7.5 (m 714), 7.81 (d*Yi=2:8=tylPFpppna3ecisl{ - (4-ch torn ben
Zyl) 1' 1- Ind%%o'll %%s llr_:[sr1 Bt(bp E}(DT% 1%” h’y l(Pnli.Q '?PaSeﬁ%'lQ 50 To a
suspen5| on QII)N@ g %1 éy rgéglléi)?)apﬁtﬁﬂﬁq%%@—wl)]nﬁélzad ded -
(4-c-Dblo roboerzyi) it hm:lazlehﬁ-ml liheaoiithane! w8 1gywld. 83deepa To t he

m xt ure wassehuowy %ﬁdédoa0§erﬂt i(@n2 ofirle R}-©Fofarn elrxdzaﬁerone ©9%=2pol |') and
acet one (7 20 Larp ol S 29t addr e ofic caub e e f )] d}ﬁ“ngjé‘f‘“fﬁé"?n xture of

cte, the marXxtur

sol vents. QRGR.LNG AATK thONs s, CRARLEL B L he Wptal & s diehLhhxed for 1
hour. The rleﬁ&&uea tm&c&ﬁﬂp@ed;élyuﬁeeldﬂtgetvb@dﬂaxmg@mahhom-\xeﬁm)erature

and evaporamndgrof¢duheds@hV@ﬁUrgndEhcredﬂehdngressdperc¢htd¢esu*i|ng crude
resi due was'aeRer} 1r<ﬁhf<@jlu f% md)waker aber o 56 LS I THE Saqueous
phase was sa@azag EYLCR AN ot ol TR e “fol'uene
(2850 ). Jhe-cedhi Rediorgantc @hases My e1axdt rashesindd hayaters( 3850

m 1l). The cpnbseedv@ﬂueaus(ﬁh&&eBJWEi@naashedDmmlﬁn@@xacneu@zuﬁédnlI) and

t hen aci di fwedl\iéiPtTHIfN £ starast pi urearattememreehﬂﬁer bbhgreliqrigugol i d t hus
obt ai ned vl REl g £ e byt AN £ 8T S rdia BT L vy acet i ¢
aci d mixturg’ ancs 1 ?r] ChEORT oL O UEDE 1 10 10136 Ao P 20 0 1Rttt y;:(24 ch oro b
en zy r|da_aﬂhhgapr&bdkuﬂeii¢nmy -2 - nethylpropan0|c acid. 23

in. p.-186-188 C. 11-1-1NTMR (CIDC-11,, 6 ppn): 1 _61 (s, 61-1),
4.91 (s, 211), 5.54 (s, 21-0, 7.0-7.5 (in, 7H), 8.07 (s, 111), 10.3 (bs,
30c) 2-411-(4-chl orobenzyl)-311-indazial -3-yllincl h-

oxyl -2-1-7i et hyl propanal I'| ide "I'lie product was prepared via the
procedures described in the preparation of conpound 9, using 2 - L -

(4-chl orobenzyl)-1I1-indazol - 3-yl | net hoxy}-2-Tri et hyl propenoi ¢ acid as




31a) I _ 1 (3,4 _clichlorohenzyl)-1Hindazol-3-ylJiYiethailQO The
product was obtained via the nethod described in Exanple 30a), using

3, 4-chl orobenzyl chloride as reagent. The product obtained was purified by
crystallization froma 1/1 hexane/ et h% acetate mixture_ na_p_ =118- 120 C.
11-1-NN412 (CLL)Cls, 8o P @di=3.1-3.3 (m 111), 4_9-5_2 “(m 2H), 5.38 (s,
21-1), 6.89 (déi-niharl2e8527; . 3. 950k):21. 41 (9., 67114795 (sn=21Edly, 4. 82 (di,
31, J2-8.01¢s,0288, 710ty. S3nhb)7]r2} g.971(s.( Brd-: diehl (bs, lH)

orobenzyl )-111-i ndi ez& met hox I -2- n'etiq CI d The
product was obtaPfied witd- %‘he RO Hes, cm]ma%( né?fb) usi ng i
-(3, 4-dichl oroberrzyl)- 11127 heTazol™- y@’ﬁ'p anol as starti ng reagent.
The product obh@k pRoMAS R sl pFddhedi bydames;alauéaazwmuem&d1nL| C .
ria.p.-174- 446 fGeparation of <erbpoddR ¢ THMsQ=C26{ | 6-@prhlotobénl-s, 611),
4.76 (s, 214yD-3I64in(&zQER)yl FngZhdx37 -Crmetntpropatoi addragg | T

11 T), 7_54 ¢@rtipes reppgeny. 58 (d, . 1- 8.42 | |1z, 1E1), 7.72 (d,1-8.42 11|z,
HY), 7. 95 (d, J=8.05 Hz, ];Leﬂszjraljigtl JJbeérn .ndsg-_Q) 2- al . - (3, 4-dichl
orobenzyl )-1H i nda 1- 3- yI] neth xy - 2-naethy lpropa n anti d The
product was preparéd-<cvidadihblproceduy s ldésicrdbedl-Bnyt heephepar ati on of
conpound 9, using 2- { L 07(8}42diﬂ(ﬂ‘ihl>’épf%lb'1éﬂ?§ﬂ‘3° 114-i nd azol - 3etho xyl
-2 -1-Itethyl propatioi c acid as stagti, ,§g reagent _ Preparati on of Conmpound
34 2 4 ( -b etigoyd, 4lec1ﬂ(9r&§éﬁky3):ﬂt{3a)lﬂﬁeﬁictlh@ $1hethDno1hy- droxy- 2
-methy | p ro panarni de 34a) (1 - tylindazol-3-y1l)nethanol To a

sol ution conté[ilmrlgrq@'obm‘ylaSlﬂ?b:ﬂaal?ﬂ}ézm‘e@iecm‘b@ WP afes¢28ehing, 28
ino.1) in chix B‘Pdfirﬁ 221 A58 er ¢ et <t Y B ‘éﬂ(p‘é qﬁ@;?}aé‘“ g8l tri cthy
la mine (309, {Mmerndf: ggﬁ%&gdﬁ‘mﬁbﬁ&f hIdronet hane ( 400 1.4 not).
The sol ution was> stirgediad-room tenperature for 4 d ays, and wat er (500
m) was then&?f;d@dMqu 61;% C6€d ge) \é@slé’% a(atggd%%tﬁg%%@egnt rat ed
under reduc € T’hout further
purificati oﬁmfn%ﬁ %?IE‘% ng - g’l@e éé{’ g% E?& ution of the crude

i scabut yl 1-tritylbndaZ@hecs; -ﬁQﬁi*bﬁl((yi-(alBen(cﬂzmlg;I thB@amael-)1in THE (1 1.,)
stirred at room 24 terrp@nlapmé—\ﬁameﬁde@rsﬂmcyicadsiﬁpensi on of

., 111/ 2. 1F14 (18 48 m)t) n Tl - (11086;711 e@&g the a dlc[l on was
conpl ete, the XA %o S S 5<§‘f4 00k L ETRERS ‘1'5@1110{11 Pt nu es, and
the reacti op1RethREB1SIORRAAGHY 660LLAY the Paldlie bORike
successi vel l&ﬁﬁl@‘ﬂg:)jl\mr@’rst:(\ﬂ@zaﬂdl n grbltAabl (40 M) and vvater (60 m)
The solid thu 1fmrn%d4wa%76| I¢ered of f and the solution yas con gentrated
under reduc d bigsshe Pagr @ﬁiﬁeﬁ()\%%{pu[tf by
crystalliza aowﬁr@ﬁn]ml/l &aa 3 &f PE 1R KURFR (420 G a2

(1-tritylinetazolH3= . p@iet lsod)swar/e 10h‘oa|1aed1 M 1F1H92- 193
IHNINIR (CT)(1713; 6 pp J=6.98 Hz,
2H), 6.2-6.5 (i @10121){[16i1?04)7(d°’1£_ﬁ§2% 4?(}3 }lﬁ;’?)‘g‘ﬂn%“%iﬂ) 2-0
“tritylinclazcil-3-ylni &' oxy?’ 21 net ropanol ¢ aci d To a suspensi on
of (1-trityli nobazel-B:ryiGriet pidpncid V(lz&lﬁt, pPol28dneps Bseirthed(i260 nl ) and
water (0.5 w9 stéppettian rdomemseraduPe weresz addéd! t1SFardiarl(76 g; 1.9
mol ) and, sTQWepz>d-tii-teflargl- S TG X UPE IO MR OThe reacti on
i s exot her ni'S ART THE P4t E°3F“84di ti on was adj usted so as to keep the
reaction tenperature cI oseripatrhgochoblficagnppbitnd 3@ tali antes after the
end of addition, the reaction was stopped by coollng the m xture to room
tenperature and évApbrarrigof i ihes 6P\]/E?1’ft>’ fyeh o edlicdd Pressure. The
residue was taken up in water (500 F D FANE WaERed “wi t h di et hyl et her
(38100 m). The aqueoug&ba@fpmagzm{&ﬁu@mﬁdlyﬁbledtmm)]concentrat ed HO and.
t he product was extracted with toluene (38250 nl). The corn- b| | I ed organic
phases were cdntémt?lattednundfe?’unedacle F éslu‘ ‘gl? /P e &resi due

( X

OBt at ned wel U ETUEH: LUt JSCAL B AL AN b2, N SRl petat

mxture to Qllﬁéx) 16 h@if)ronu,thang (4()() g: 1.4 mol). T he solution was
2-(1-trityl sneiaz hako31y hBilﬂBcHﬂ&)ﬁ)’f}ZOﬂ"@i hyhpr opaneiaceacs do ral) piasl79- 180 C.
then added. The organic phase was separated out and concen-
trated under reduced pressure. The crude residue obtained
was used without further purification in the following step.
To a solution of the crude isobutyl 1-tritylindazole-3-car-
boxylate (180 g; 0.39 mol) in THF (1 L) stirred at room




(CL)C13, 6 ppm): 1.53 (s, 6H), 4.88 (s, 2H), 6.3-6.5 (an 11-1), 6.9-7.5

(m, 1711), 7.8-8.0 (in, 1E-1), 9.3 (bs, 111). 34c)
2- (1H-| ndazol - 3-yl net hoi cy) - 2-i net hy: IErop arl.0ic acid To a solution
of 2-0 -tritylind az01-3-ylniethoxy)-2* 1Yl eth - yip roparrric acid. (83

cr; 0.174 a O turl' \qv‘lzlxgnnld c?t‘f' (angl 01(19091 gl)f §}\|]F~ room
terrper at UI’eOV@é‘ a 1%16& @ @6&%‘13' ETA(%‘S‘\Q%Q\QL_& 2 IW‘SAO( jasl'e th, ; 0_29
Inca). The mdﬁﬂ{ﬂd&/&sw&hl £1i86:d barro3nNdtulRs aglird eam1@meﬁaw§e and then
poured int Oaﬁﬁshel\l‘te@ﬁiﬂoléfﬂﬁﬁs fhen sthppexganico phagahwasisepae ab €@t out and
washed wi t hCaatet s86GshiYHly Tﬂél@anﬁpﬁ@d(aat}@émg phada et el i f i ed

wi th concenfPdt®dter (9014 dl%lﬁe?P]éSi‘t‘lbab"t R Wé’tsgwt%r@éit ‘89&“\{@8300 ) .

The conbi nedHrg: htmﬁéé‘a \4%‘5‘83&‘? rtgi%c ey radliet Aesslte and the
resul ting ciudedesidoenYascpehtd hel blyecnsesigé.mahm@lm@mal W1

hexane/ et hyizljaoetlaztleomvxem ewbt'nnedZ g of 2-(1:14- |ncI azol -

-yl ni et hoxy) - &@tﬁ -- aci d wer e_obtajn p -- 5-137 C
T1- IN1\ 4112, ( phb3 At ﬁfk% 61’;??%3;)(% ?1(@9 b SN TET R 7 6 (m
3H), 7.94 (@mn, trix :§8 ﬁ‘ enz oyl 1H—|nc a o -

-yl)rnet hoi cyl -2- ethylp rop anoic a ci To a solution of

2- (1H i ndazol - 3-yl.i net hoi a caC|d :0.026 nol) in
acetone (50 ne %Td r?’@ély C¥%(§1 ??B% @&é’ g5 Adde™ m%a(lﬁ‘ﬁ“’ (6.8 2; 0_049
no!) and then, slowy, asolutlono en:coy] Chloride (5 m; 0.043 nop in
acetone (30 rm)o aThespexsiuse cwas(1stxhwhdxca:tzcﬂeewl)&mehatmﬂe(’hbrg24 hour s

and -then p@Lﬁ‘é@“Pﬁ@‘%@@P%—’l o f%ﬁméo)Pﬁéﬁeﬁrgﬁggl?ﬂlﬂ o basic
pfil with 5 ‘Iogam i one Ay 10 e‘g\ﬁoétz(ﬁl rﬁ]’r JTie al kal i ne
phase was t BERACIHAL Lot Vhe b CORGERIARIE vwiad Glia8 t)reac{(eqiewh di et hyl

et her (3><300- P@éctl$he:e€ﬁﬁbkﬁﬁd~eod§giﬁ‘& © phaveslivgs ﬁo@ﬂﬂcanhﬁat@daw nder
reduced pres8ereabandod v zddgeconeshdueashbicar ﬁé@lb wssrped Pretb pline
crystalli za‘tl“f‘pn‘ 1‘;‘?‘6%% ) }(;Ol?é}%(aﬁ RTINS cBbgt AL ) A u o‘fhez r(l

un c was taken
- bot 820y 1- 1T Bts 80013 andi db AL B crien \é)ﬁihyipg@pamjﬁ i er e
obt ai ned. nhfupouk3zhi WQ., then acidiBld wl céilielBré1 ppi @ 1. 61
(s. 611), 4uSpfecudiyad calri¢iod Fith-1pl6OnHA3-124p mi) 4617 €60(Mm 41-1),
T es comapEn teql pugd uc res-
8.02-8.09 (Elrc, ar lzllgz,lec,%)u gregﬁﬁz o(lﬁalnggaﬁ/‘ilpur Ted yfc v stal-
hzduon from a 3/7 hexane/ethyl acetate mixture to give 22 g
of 2-(1 -tritylindazol-3-ylmethoxy)-2-methylpropanoic acid.
m.p.=179°-180° C.
TH-NMR (CIDCly, & ppm): 1.53 (s, 6H), 4.88 (s, 2H),
6.3-6.5 (m, 1), 6.9-7.5 (m, 1 7H), 7.8-8.0 (m, 1K), 2.3 (bs,
1ED.

34c¢)
2-(1H-indazol-3-ylmethoxy)-2-methylpropanoic acid

To a solution of 2-(1-tritylindazol-3-ylmethoxy)-2-meth-
vipropanoic acid (83 g; 0.174 mol) in dichloromethane
(DCMD) (900 ml) stirred at room temperature was added para-
toluenesulfonic acid (PTS.A) (50 g; 0.29 mel). The mixture
was stirred for 30 minutes at room temperature and then
poured into 5N NaOH (400 ml). The organic phase was
separated out and washed with water (300 ml). The combined
agqueous phases were acidified with concentrated HC1 and
then extracted with ethyl acetate (5300 ml). The combined
organic phases were evaporated under reduced pressure and
the resulting crude residue was purified by crystallization
from a 1/1 hexane/ethyl acetate mixture.

42 g of 2-(1H-indazol-3-ylmethoxy)-2-methylpropanoic
acid were obtained.

m.p.==135°-137° C.

TH-NMR (IDMSO-Ad6, & ppm): 1.46 (s, 6H)., 4.77 (s, 2K,
7.0-7.6 (m, 3H), 7.94 (d, J=7.88 H=z, 1H).

34d) 2-[(1-benzoyl-1H-indazol-3-yDmethoxy}-2-
methylpropancoic acid

To a solation of 2-(1H-indazol-3-ylmethoxy)-2-methyl-
propanocoic acid (6 g; 0.026 mol) in acetone (50 ml) stirred at
room temperature was added K CO,; (6.8 g; 0.049 mol) and




34e) 2-[(1-benzoyl-11 I-indazol -3-yl)naethc, xyJ--N laydroxy-2-tnetl Ay Ip
rop an: am de The product was prepared -via the procedures described in
the preparation of conpound 10, using _2 (1-berizoyl- |

1-1i ndazol - 3-yl ) rnetl foxy] -2-rnet hyI B?M pan0| c acid as starting reagent

0.34 g of 2; (1 benz llglhtl 1'23%8‘(2) c§17¥3 Mk IITIIyO 043 mol

dr oxy- 2- Weth}sl(ae’wgﬁ ?%dﬁl st @ RaBe mBae(ga;@(t)hpn,l p&e.r%p und 35
2-{[1 - (1, 2u&sb-tkRt aﬂﬁﬁm&ﬂic&tthﬁﬂﬂ. pdYed lihrtb Ra@e£0d1 315. yIhe

i net hoxyl - Nshyaioxyw2ad thenl erohghpropdaanaidd 35ah 2NTRfAGIH-2ud[ | - (1

, 2, 3, 4-t et r atardM A hiillf?ﬂils ﬂfhelliiﬁlﬁ(ﬁlalzléi”lrhg- Kfee hbxy €< WigPopanoi ¢
aci d To gl%%l afi s ‘f‘ tr wif- -mﬁdliigclﬂd? tﬁf’ﬁé‘?ﬁo Ppr opanoi ¢
aci d ( 26 g nc,c,nt‘:n' )ocf(i c, UJW,a dlﬁfiaﬁd Tdﬂ\‘@ Ll.lc,( 10 g9,
0.25 nol ) apg tgﬁee(ﬁwgerleum;seé g 108G ot i k0 BhNHES &11/A0hdhank - C h

t ctrahydr onaph$t habene (Oxdhte Mmps waszt[l*(enbadﬁe@u_ oH hadmixtiuseyBnd t he
whol e was shi¢tiagkal 26@11@@&3/11&1’011:&143%nsxd‘ﬁqewe&r;tEmOﬁdwas st opped by

pouring the motrrel FAtolpater- (1 14, aci |fy| n]% vvlth 5N 11CG1
)

d ext t Ti‘ t 8 e]tﬁ id
e el e RIS St o e

11V NaCJl -1 (2 0 n1) for 2 hours The so utlon wa-s then cool ed to room
t enperature and ashed [ %Hsudzeyh-yllHetlhfénéél}&mmlwmmiﬁfﬂel\@r kal i ne phase
was then acidified with tostertra-edethdreanP ety deted with et hyl acetate
(3><300 nml). The conbj ned organi c_phas ere _congentrated under. reduced
pressure and, L1ee SR T B A AL A Bl T S b R a 1 vat | o1

from ethyl 1@@5;@1& ya;nget@a‘mzy]ruzehh&{hy%nﬁﬂnilh csa4~t£t41ar1111<:
hydr onapht | aedgepmt. - i n - dazol - 3-yl i met hoxyl - propanoi ¢ acid were thus

obt ai ned. AAAM34182:1 24[ @.-benzoyl-1H-indggsiiét y Dmgphp>yl-BObpd, : 1-2_15
Hz, 611), 1d8‘42y0?‘{lﬁ?Tilbf]PIPP“ZVBB‘QeTB’e(Frfh“flﬂ%“T% 2 46 (m 211), 2.90
(cit. J-=16.50; 4.85 flz, .. Qragoglsogyégngﬁlu;lhgg 4.95 (s, 21-1), 5.92
(ad, -8.83: 6 52 T-Tz, 1H), B.71 (d, J7.76 1fil), 6.93-7.05 (m 21-1),
7.08-7.32 (m @Jr]{)[,l—(lBﬁB(,d,—telr&nQ&thaplﬁh)—l BB F2-irfdhzol-3 -

(1, 2,3, 4- tetrahyd:r‘Jél1’nt1{allalp><l’1aly}--1.1:I ~hypt Jrig =2 reethybbrperhoxid< N- hydr oxy -2-tn

h | de
et2 % 4p{ gfrgﬂsat?g‘:ﬁ?a‘? 1“&11 ﬁ‘)ﬁf&i fr@ogxg, %‘%’g RGBT bpt uact i ¢ aci d

as starting materia |5r SParation or

- (4-ni et hoxybenRzy kolhribsd r&ciaz:ohléuwlmetdmyindq%madmmgéaﬁeb@m de 36a)
[1 -(4 -] TOrebpaxyhenryidl) cAd &= inOpazoleB-iyl IPivigt raNOokhl) wasTaddesuspensi on
of 609/0 NanO(2.1¥ag1 (0-0Z; ﬁ’e?? mnﬂbeweﬁee e@@nm RSSO 10

1-b 1- 3% “n‘é’ Hé‘ UEENa
b ought to (12 bt ﬁgﬁ% eﬁ?glﬁﬁ?w S F"Q‘Q‘i‘g 1%% oG

4- 1V[ et hoxyBenzy ‘

L1
é){}llggL Ci%ngo 6@1‘ @Q-O,L YWe§ o dedaikhem xture
was then st wmadsatr refh uad erxt%haulrgsthg herd@act h?@ﬁh\l\a:étlﬁ_,tw@ﬂ&d— by
cool i ng t he(m2AWr ent)0 Tleomessimerct uriecand saddi svp lwatern O30 ail)z ji~ The
or gani ¢ phaS\e’lWéI@%e rE&%‘édr%teChﬂﬁr?ﬁgﬁeﬂ’ltlré el O‘\N”t’ PHril1 TiIc1

(50 m) and2wRPers g%laiqul }?fl E@}}/ Oms,l eyaper Iﬁféfdp{?f"f‘zlﬁ?der
reduced pr eé% ?hei (‘1911 %{a%Q1I é‘dQ 3HQ ]dcl% >Pt%xk?é§d~h¥ flash
chromat ogr ap ypqe&lﬂ&@aga bo 49 NG1AS et Bkea 3 iagGxnauel etbayi acetat e
m xt ure. Theoplmdﬁem&btlaweﬁl reW@s:ef yetakhized dirom arbAt hexane/ et hyl
acetate m xpﬂ,mgu%@d q:epsgiillgd%grg&talll;zqtlon Ironnlg‘ttlhgl ;(\},uf)etﬁ; ’%?;E

[1- (4-i a- xe&h® i fePS 7:01" 13 e’[“r‘r"(p’]bol tth,a el ting

poi nt of 95§7¢ %{’ég&l}?x S PR IR %!F{g} U Shay 3 143 (t,
3---6.9 14z, IlmLN?MG?Z ((CS];)(&M)b h88: (dso3:b. 9:21]35) 115 . 361¢.S].214),

6.5-6.8 (rt2Q24{)1,1 6 19>.72 AXM. 1 RRAh,, 1HIB02 (23 25(7(186 HA). 219Qg(d136b) 4 1

- (4- et hoxyBe“tléz -ABL T h@lzbl)»%?@]”he ﬁ};?\} %{* r@ §U> id%
@ yl ]inet hanol (6

-------- 52/F (
suspensi on , L h%@i‘y ,,,,,,,,
g; 0.022 m) rormﬁgt(:)glcg £ ) (nlo and 504 14 Nan (3 g;

0.066 nol) i nTEHFH{ 27QIm-§1 . Was. ﬁ{uqtr«eldyaronebllnh tarD72howdsi- The reaction
was t hen stopped1ﬁ§/ TP g th -Rystrsperst sherw i Wit 87 - and i ce (300
m) and washi ng the aqueous phase w t'R*Uf et hyl ether (3x150 m). The
aqueous phase-pas achdifdedukt brranceat hatigd lidCkadke sldshhnus formed
was filteredecattitand i punifdregadayicat pIicaldipzaihaon d.nemigsopoepasdt . 4.5 ¢
of {[l -(4-naetl aoxybenzyl)-1T-tindazol-3-yl]naethoxy }acetic acid were

t hus obt ai ned.




36¢c) 1[1-(4- rret hoxyberi zyl)-111-incl aztal -3-ylinmeth- oxyl -hydroxyac

et anai d “the product was obtained with the method described -for the
preparation of 10, -using --(4-net
hoxybenzy1) - 11 -1-i ncl azol - 3-yl ] xnet ho%@l acetl c acid as starting material .

-2 - methyl g n(mém,
-1Hinci azol - 3-yO'net hoxy] 2 rne- thyI propart-1-ol To a staspension of

Ei Al Ef, (4.48 a; 0.118 noPryprirpd 1>et<h9IC<et11rte<PU{111C@Cn il) stirred at room

t enper ature was sI added a sol ytiaon

2-[ (1- benzyl - 11§" %éﬁa%b‘fl%”?@ﬁ?fﬁx OE g‘b‘%gm prB’p WEAPE Pt epar ed
according to the nethod descri bed | 2 276 (20 g; 0.06 nmol) in

di ethyl ether (200 m) and TFIF (50 g&)a.) Once the addition was conpl ete,
the m xture was BtdiEratedioxpbani-gnperiat m@afol %lmhrmﬂaemolﬂ and the
reacti on was tlgsn conpl et ed br){‘ ‘%ég?( 10 N 20 ?(lélg)gﬁggg\%/ater (40
na.1). The a8 ‘%/%‘E“E@bg at8d° J‘é‘ S d the oily
resi due WaSiPWd)%E}%@N it “\Q,%.ybasr gelﬁalglge@nganahe sol i d
pr oduct thuseﬁabettatrmeg; maseﬁlws&alrl 1Zt&d11fronMéﬂ13$}@pBBDlzyl chldridlea

Preparation, Oi\b,%gy mpoungd, §§T %Ly eli&é )Uﬂ{l ﬂg&gg . 317y0 n et hoxyl
tin

of - 2-[ ( 1- befzyle: Q- OPTmcrlr)dazehhgllyll?ﬁqletlﬁlteltnleymr?\’hﬂfeﬂtlﬁ&llsmle fna-i - ol
were thus oﬁf’éﬁ”iﬁ@&i 1 I;G'iCTlOI(llWEIS stoppe %‘git?ﬁ - 1.34

1Ire 't n L& 212l a
(s, 610, 2j e b Iiliﬁé) 3’5315 Srat ok Dl Fndl oot ?e’e o5 214),
7_14 (add, i Oﬂﬂﬁléﬂ(ﬁbﬁﬁ) nd Mehler (5XE0 n3B). ( T]ﬂ cn7t
1-8_08; 1. Oevérborzlﬂeqyﬂi?,gdm)de(rlreduen: briablsundazl@ile 3oy $ et - 2
et hy| prop %ﬁ@é{t?@je%c}uds pur] q].lr natf%,;ag[)l 3y on silica

aceta i

2_[ (1 benzyESHE 1A oF ‘fﬁ;}gé’ APELD iquL/gi;t” 0 g,
0. 04 naol) E@eamé Lejwtafleytd; ofi ueas 100 phk mﬁ@ﬂ _16DMm
terrperaturelxmeﬂdesrlﬁ&erll)zlﬁodwum Imyﬂmld:elg bong oﬂ9@4)ﬁg§c The m xture

was heat ed at ' theéVhd s Pom P hoti §t-ahdo
temperat ur e SEoh géﬁ}gr) T?%"Z Ehvd; Br ?}é&q%‘;‘é 7 ﬁ : M)’naol)

.UHF (7 in_CL) was T adde er eto. ce the addition was conplete, the
m xture was refl useth>Hf {)rlaétf-métImebehlis 1 HhéndeaolidfyMas st opped by
cooling to roomtenperature a}mﬂ’ev'épb?%ﬁlﬁq‘%ﬁ t he sol vent -under reduced

pressure_ The Jesi, d“ens"%’a)? E:% "111'11 mL %h ﬁi £ w)) 3Rd fhe product
was extracted; W’ i Fg,y ()%igolmﬂ)) Sl ] fdflaa@]icophases

wer e concenoras e;dollj’lﬁlﬂ PrEessor@s 6 mol The 1oadel 7eshtiverawas t aken
up in a sol stiro eft I‘thh@atferZ IEPUOS OfBenpppdthon WeE mlerSF‘ePl?a’a%l m xt ure
(1 60 m) THE Hilutins Wb 4 HerPSPriQRavHi Ferrl gﬂ@er <T§‘88l >1*ﬁ'§‘ reaction
was st opped iy FFREnEr 3168 WhE $6hysbn \ulgfeao!;l §nand the
resi due V\ﬂsséﬁ@eﬂltﬁpibﬁliﬁi eFad Hiteddd Hranch dl@&lﬂﬁded“ﬂ»}tf [&I@l’b&ﬁ]hﬁa-et her
(3x50 m). tibex &tdkal inepphassonas.fhermaél ttf4-edenoRyboncendrated FI C1 and
the solid fbrfedohasAimbedoorfcetieprotite Waes plreired- by doubl e

crystallizationyfroma_ 54Zna%@,&%!@@y;l)aqﬂ%eﬂa@utfulﬂﬁhg of { 2 -1(1
-la enzyl-11: T-in clan- &x@}-—wlﬂidﬂﬁﬁhs}&yé],t&n1d&t hyl pr opoxy}acetic acid

wer e t hus obt ai ned. 390) 2- [ -be: l azy: 1114|_ndazoll-3 -37. 1) neth
xyli -2- nact dys pr “erebd W iiTRBepR tclrf B via the
procedty ot bR AL St el i eoad S A

{2-T(1-lien -1 -1 ndazo nnethylpropoxylacetlc acid as

starting reagent Preparation cif Conpound 40 { 2 -1(1 -be rizyl-1Hi ndazol
-3 -yl)trieth cizyl -2 -|Respagaypn ﬁif(fpﬁii‘j}'PO“an- Rydr oxyacet anai de ' The

product was prepar d L dESe 1 )reparation of
conpound 10, usi ngq%Zan( 1%‘%&&5}%@%2&3&%@ Irln%abt’ 020| cy] -2 -inethy

| propoxy acetic acid as starting reagent. Preparation of Conapo L ncl 41 (2
-{[ 1 - (4-m ethdireyblehdreoyzyl - indeaoksl >3 oxgih 22 1 7ethy-r opwey) - N-hyd
roxy -a cetanmide 41a) 11- (4-i neft ¥Rz ) - 171-1-i tada

zol - 3- yl ] met baiﬂ\paxl suspension of ILIAIH,, (4.48 g; 0.118 mol) in diethyl
ether (100 ml) stirred at room temperature was slowly added
a solution of methyl 2-{(1-benzyl-1H-indazol-3-yl)meth-
oxy]-Z-methylpropanoate, prepared according to the method
described in EP O 382 276, (20 g; 0.06 mol) in diethyl ether
(200 m1) and THF (50 ml). Once the addition was complete,
the mixture was stirred at room temperature for 30 minutes




g; 0.07 nac>1). The m xture was brought to the '"boiling point and |eft
stirring at reflux for 1 hour. 4-Methoxybenzyl chloride (14 g; 0.09 ruiol)
was then added The m xture was then stlrred at reflux for 4 hours. The
reaction was stopped by cooling the %Xture to room. t enperature and

addi ng wat er 3 ra;ed. anpgashed,
respecti vel()gé\%q% él%t‘i,{ S glwﬁé%ﬁggﬁ i@gﬁn&me}ﬁm vent was
evapor at ed I@fxﬂcundaemcre&ﬂmed ressu:i eherméycreudehweswmueltrhngdobym ned was
purified, "I‘%lé%ﬁoéhf‘br?apégf?%gc@m e SR asertéhtsa 3/ 2

hexane/ et hy @(i&e quf@é 61PLad mﬁﬁh\eﬁ@pmﬁ;@lﬂyﬁed froma
5/1 hexane/lefckymlacaﬁab&m mmw eamalgeue 5 1 g of [I

H53° 4.
-(4-met hoxyblg‘%1 P (CD%] azoI ] naet | r& WI,I%) 'Chl na
poi nt of 95-97,/G "% 57 (s 2[---1 V' 31---1{55 -1 J---6.9
11z, 1H), 31 6% S, 3k11)7. 147 1 5~360(3$ 1 @m}p 6 5-6.8
(In, 2H), 618D7.4 (in, 7H, 7. 80 (d -Hz 114). 41b) 2 [1 -(4 -nmedic)

xyben zy 1)-11-1; L 1%.TR Hygtﬁ)lr&%@ tpic acid To
a suspension ol | %88{12? ?gl,%}f r(3 o qféha iane Trri) was added
[ 1- (4-rnet hoxyben -11-1-incl azol met hanol 8. 7.9; 0 03 tur d). To

the nixture, wa® 8 ol s Tl TEIT 09 rue
and acet OnergL?eg“mp égod? ]gzﬁ % i 1’11()' ln”a A %I,Xrla g{:@@da{tlbl e
m xture of soO /xxe.nb&m aey elcaddl ¢’>| gn (waBl aonﬂpb eﬂé}c tﬂmexnmx«t Ve swas

rel |l uxed fdpeqt%arﬂleﬂ‘?@lihe?a%?) fas2dr E‘ Om(pf?g gf@%’tlure -to
room erpeb ALY ﬁé}ﬁmﬁﬁ T, The B vl T S 30 eosur o
The resul tif@achddeviesd shigs QJﬂl)btfﬂJrleana@;rkt&ﬂﬁix £400rm Yuand=nwat er (50
m ). The acéowsrp hab@ waf:scise msedufpemﬂthé P &mgﬂ%rrawnah%lmt hen washed
Wi th tol ueries %‘Eﬁl Mgﬁ SR ﬁEf‘qﬁﬁ% n‘%?ﬂ@% Fd with

wat er (3850, @Qlue@uﬁ hages weherWwash hexane (2>c30
m) and thedibﬁdbﬂiefd ethawidik ﬁb%ébbl*@lerandoslcenrtefdzechtmmnﬂf@nperiat ure. The
solid thus Heéd srefbkéagr ed of - and cr Oglu 1'0219 RN %} ma 5/1

wat er/ acetig b,d,sf"‘mofstﬂ;e, 120 A LREW PUeiE ot b Varf. B1. of 2- U

- (4- met hox yhefuzyl<adazatn s3irnghl afreteﬁwa(yf r- 2Hrehi‘wl phep amoéGoacid wWith a
mel ti ng po|Wtib(ﬁtoI@ec1‘¢y ¢concentrating the1 solveé 11 ggy ]11?1_44 (S
o11). 1369 Leoal g L S B8 B2,

7_13 tt, tZlg <k1&1ﬁ£h1;l«)mh cdBrbidbaldl 12 d;‘]l nd?ll&ﬁ (d13d] F(?r]ﬂ&d‘lz 11-1),
7. 66 (eI J“&Mﬂld@cdlébiﬂ The 192> ddl Md@plﬂ‘lﬁidoliyl-ﬁout'l Iv%“zd% (s 41c¢)
2 (L1 - (4 neEnRRyRdy w iiﬁ;ég BLFIVLL LB oRYI <02 Tifetthy!

| propan. - 1. ;9 1y1prop ﬂ'ﬂ@g thh metine nmet hod dESCI’I bed
for the pre par ati on of co ound 39a usi n

2-1] 1- (4-rnet hox?Béhz{ﬂj[Qi‘iePﬁqézbrﬁ Z0 35 Frértokyeas R wer i ayi proparieric
acid as starting material. '

- (4- met hoxybenzgabr&&ﬁ,uwdazp}q&méc} vﬁx niicf Xyl dravtchydpilopdxy) aceti ¢
aci d Th@%m&v@?aml@lﬁaPﬁ@dowﬁ9 tE et Ro < did#{o’r“i he
prepar at i onl‘dfoé‘q i i&ﬁb“é’éﬁ‘yk%ﬂ’r’tgﬂiy{p“(rﬁoﬁ%’t RExyBed 2Y15s 19 1- ind
azol -3 -yl T%er metb boxy} - 2-na ethylprop an-1 -ol as starting material.
41e) (2- { [ 1 -(4--net hoR‘ybenzeyilf)mlqu Gagarobril ¢
met hoxyl - - 2- et 0Xx y. roduct was
obtained with t‘!ngy %8 )%gg&y @%‘ll%ga?—& g«i@?ﬁ%&%ﬁ%ﬁﬁé’gmound 10,
using (2-4 [1-(4- nnethoxybenz 1) -1 11-i ndazol - 3-yl ] nnet hoxyl -

- 2- et hyl pr?{z)e

Pl aceritetaey %@f%ﬂwﬁ tﬁem@ﬁ’ rdt Prygabati'th of
g i S%g %&éy?

Compound 42,3 1L e, LIS O 3 &h oxy } -
N- | aydr oxy- éld&nﬁ{ yLRpLepanarni’c 2a 2- %erl zyada
zol - 3- yI)tnetI|C|xyI et ha nol JOa sol utlon of NUCYLI (2.8 g; 0_07 not)

in ethylene glycol (150 TPrepasptipregt & oPebRttehfdr at ure was added
1-benzyl-3- chl inelaczl, & f)egq_geiqlcf@z(dlea hpedd0 EP O 382 276
lct&ﬁ)(y}'[%e §81 ey e%

(176 g; 0.07 n NSO 1, ey haat B dat-xi30'caniiare 4 hours and
then cooled to roomtenperature and the soI vent was evaporated off -under

reduced pressure. The residue was takerm in water and the

product was ext r[a]c”t(é‘dljﬂxirll?f”%Phﬁ‘yal%e{ Iét]t éntis“&’io% >ﬁ]|]§n“llhé“%%nbl ned organic
phases were cqReantfateds dnderr s8dycad pressus ecadd 4ha)anudeJasd due

obt ai ned wag>@Uriilh quhdwcyat albéZali-onHFom-annappisaxhmat-ely d@/d

hexane/ et hyl acetate m xture. 13.8 g of 24( 1 -bertzyl

-1Hinci azol - 3-y1) net hoxyl | et hanol were tints obtained. 67"-69 C.
1.11-NIVIR (C1-3C. 13, 6 ,ppm: 2.15 (bs, IfT), 3.61-3.82 (rn, 4H), 4.97 (s;
21-1), 5.57 (s, 21.1), 7.11-7.38 (m 81-1), 7_81 (di, 3-8.15; 0.97 ftz,
11j). 42b) 2-12- f(1l-berrzyl-11-1-inclazol-3-yl)niellioxyl ethoxyl
-2-nmet hyl proparistic acid lib a m xture of

— " P 1 P 1 g o~ A P~ A




Preparati on of CtJutponnd 43 2-13-1-0 -benzyl-1 | |-inclazc,I-3-yl)ntthoxy"
pro - poxyhydroxy- 2 -rne thylprop a "anti de 43a) 3-

f(1-benzyl -1H i ncl azol - 3-y1). met 110X ??ll pro: pan- 1 -ol TO a solution
of-Nat:N.1(2_8 g; 0.07 nactl) in 1, 3- oparted lot (150 m) stirred at room

tenperature vgg)ﬁg g Ebga%} ﬁrf&mb% Ly i, M85 mg&mﬂrﬁp@red as
t c,ﬂ

descri bed i © 1hud a@l&xyﬂbﬁxw dilghavas heat ed
at 130 C. fora 4:koobsmans whemenelri-a orneamikempenaiufiesn andrédie sol vent
was evapor abeckfdfik fktﬂrd@hdlﬁdiu@é(b peassivrew abhetorastd ey waslitakeheup in
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The product was obtained with the method described for
the preparation of compound 39a, using 2-{[1-(4- nlethoxy—
benzyl)-1H-indazol-3-yl]methoxy } -2-methylpropanoic acid
as starting material.

41d) (2-{[1-(d-methoxybenzyl)-1Fl-indazol-3-yl1]
methoxy }-2-methylpropoxy)acetic aci a

The product was obtained with the method described for
the preparation of compound 39b, using 2-{[1-(4-methoxy-
benzy)-1H-indazol-3- y]]1nethoxy} -2-methylpropan-1-o0l as
starting material.

41e) (2-{[1-(d-methoxybenzyl)-1H-indazol-3-yl]
methoxy }-2-methylpropoxy)-N-hydroxy-acetamide

The product was obtained with the method described for
the preparation of compound 10, using (2-{[1-(4-methoxy-
benzy)-1H-indazol-3-yllmethoxy }-2-methylpropoxy)ace-
tic acid as starting material.




(Qoc13, 5 ppn') 2 15 (bs, 3.61-3.82 (raa, 41.1), 4.97 (s, 21 1), 5.57 (s,
2E1), 7.11-7.38 (m 8E1), 7.81 (dt, 1-8.15; 0.97 46b) 24(1 - betazyl
-1ri dazol - 3 -yl ) met hoxy] et hoxyl aceti c acid Tro a solution of 2- [ (
-benzyl -1 FT- indarzol -3-yQunet hoxyl | 23t hanol (11.28 g, 0.04 cool) in dry

tetrahydrofuran (THLE) (180.,3L.aL) SF 'd‘d% &l [0/ t enper at ure was added
601V0 sodium hydride (1.6 g, 0.04 rnol). The m xture was heated at the

boi i ng poi nt for{Zrhoussnand- rihendseol-edtipnrabtmrterpbrature, and a
sol ution of ethyl bronodcbtatrexyr- %lv@cllmynimmflwmﬁbTHF (7 in]) was slowy

added thereto. Once the addition was co the m xture refl uxed for
a further 2 hodr®’ TR r&serdnt hhgdsks n}é %Vl%‘éblﬁ‘ ﬁt' arangh

O rroomtenperature

and evapor ati /g, Qff1LbR, S AlpMentHunde s £ eausethRiess Wiy 1dAe Jigsisdue was
taken up i nc246 TuhaGYirrba(d0dhy taﬂq)&&ﬁupcaduetdmsdeum«achen%w th

di et hyl et hehl¢8xis@hylindThel ¢ arsimmetdonydriserdhad r(kf‘§§n%§ﬁt rat ed
under reduc@d7 T &3 g%ﬁ@mc’]) ]éccﬁd‘é"?%ﬂﬁﬁél‘%@%ea Cﬁ’th %f%ol uti on of

N aCYFI 9, ‘“Qa u@dﬁ Y-\ E{l BN AL FERCute RO SALp. The
m xture Waslzhg Rusdid te@t(lr(ﬁf vl 112 elﬂﬁkbkﬁ1ctmasreﬁaﬁhbﬁfﬂ waishst opped by

concentratlmmymw1Mx mdemlbeﬂheedv egsut ergandc piieseesyvdue was t aken
up in watere I_I}G@ﬂﬁlaﬁll >C’ah’d1®ﬂsﬁ‘é‘éuﬁﬁtﬂhpﬁ?eif%\ 1‘* IFuyEp fgal SThe

al kal i ne phgsé \?kfsd} g&@f‘fﬁi Cﬁf&ﬁﬂl }’ét u01 E1* APt HE sol i d
f or med vvas Qallﬁtl Wa8a R4 gnh%/thdgbbbjeﬂhanol
crystalli zawecm: ﬁ”hﬁ)sffb&)tﬂaiﬁeﬁexaHE/ et hyl acet ate m xture. 5. 8aof 12 [ (1

-berrzyl- | Ekeir-ndazolc2°3¢-- ne thox et hoxy acetl aC| d

obtai ned_ rp pHl 3 f/ S ppm): ¢
3.66-3. 79 (fﬂg’ﬂig)gggﬁi (25743 ZP?OZ 1)7%%1%1‘ B 8 b1) 7.66
(bs, | ED, 7.14-7.40 (in, AL (di, J--,8.11; 0 99 Hz, 1H).46c){2-[(1

-b enzyl -zci -34%)4))1’-31‘1{PrEixly]ﬂeeﬂt?}dx%ﬂaéé@aﬂ%?’d%1)111°t11%§ybroduct was
obtained with the :net h6d8a3crPoeacty R Pretsaraiton of conpound 9,

using 124(1 - hepzylnlLldaldel@z0f gﬁﬂéﬂi@i h@&yhﬁﬂwﬂhag%haﬁgk@,as
starting mateihabl Breparetina floGonpeumadiit (@3 § sem mayply in- i ndazol - 3
- yI inietli @9@1]01@@ NQW} ml) and water (1 ml), stirred at room tempera-
ture, was slowly added a 1/1 chloroform/acetone mixture (80
ml). During the addition, the temperature rose to the reflux
point. Once the addition was complete, the solvent was
evaporated off under reduced pressure and the residue was
taken up in water (100 ml) and washed with diethyl ether
(350 ml). The aqueous phase was acidified with glacial
acetic acid and then extracted with diethyl ether (3>x<150 ml).
The combined organic phases were concentrated under
reduced pressure. The crude residue obtained was purified by
crystallization from a 1/1 hexane/ethyl acetate mixture.
) 12.4 g of 2-{2-[(1-benzyl-l1H-indazol-3-ylDmethoxy]
ethoxy }-2-methylpropanoic acid were obtained.
m.p.=94°-95< C.
TH-INMR ((ZIDC“I2 S ppm): 1.43 (s 6H), 3.56-3.63 (ana, 2HD),
3.65-3.71 (m, 2FD, 5.03 (s, 2H), 5.58 (s, 2H), 7.13-7.39 (m,
81—---1) 7.83 (dt, J=8. 05 O0.82 Hwz, 1), 9.60 (bs, 1H).

42c¢) 2-{2-[(1-benzyl-1F-indazol-3-yDmethoxy]
ethoxy }-N-hydroxy-2-methylpropanamide

"The product was obtained with the method described for
the preparation of compound 34e), using 2-{2-[(1-benzyl-
1H-indazol-3-yDDmethoxyljethoxy }-2-methylpropanoic acid
as starting material.

Preparation of Compound 43

2-{3-{(1-benzyl-1H-indazol-3-yDmethoxy]pro-
poxy }-N-hydroxy-2-methylpropanamide

43a) 3-[(1-benzyl-1H-indazol-3-yDmethoxy|propan-
1-ol

To a solution of NaQ¥H (2.8 g; 0.07 mol)in 1,3 -propanediol
(150 ml) stirred at room temperature was added 1-benzyl-3-
chloromethylindazole, prepared as described in EP 0382 276
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obtained in 96-wel | pigtesLusi99-1heiAbdLd P isinm{80d-seguence detection
system (Appl i ed E3i osyst em;) dyhapplpicrgairheef ol | ow ng terrperat ureprotlle:
50C. for 2 mnutes, 95 C_for 10 mnutes and 45 %cles 5C. JOr- 15

seconds and 60 4&™% 3rl @ -Fmed - L ESH e dnpry e 1118ﬁ‘3’]ethéfméf -primers

and probe spegif i G0k WERNNSGEL MRS Used7(ARA iad-d3hcasystwras, Rel Seq
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wells as anchhtrerlmllﬂwémcﬂ@h)bﬂf Hﬂhﬁ) hesldsgrippd 1 g 76
normal i z, at§ oh:© én @‘“P@a “Hé’dl‘f’é pdT‘ ?d ! (fué? ge dat a

121G urs an by titre a g
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13.8 g of 2-[(1-benzyl-1H- 1nda/ol 3-yDmethoxylethanol
were thus obtained.

m.p.=67°-69° C.

THFI-NMR (CIDCl,, & ppm): 2.15 (bs, 1H), 3.61-3.82 (m,
4y, 4.97 (s, 2F), 5.57 (s, 2K, 7.11-7.38 (m, 8K, 7.81 (dt,
J=8.15; 0.97 Ilz, 1E1).

46b) {2-[(1-benzyl-1H-indazol-3-yDmethoxy]
ethoxy tacetic acid

To a solution of 2-{(l-benzyl-1H-indazol-3-yDmethoxy]
ethanol (11.28 g, 0.04 mol) in dry tetrahydrofuran (THE) (100




150 12 20 300 13 72 75 14 49 30 15 40 75 As shown by the results
obt ai ned and given in Table 1, the conpounds were capable of significantly
i nhi biting the EPSIi nduced expression of MCP-1 in a hannan noracacyte |ine,
and showed a reduction in the Ievels 8t specific mRNIA between 20(!'4, and
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cells was enatyaied.a Fhbagehl st wehel prevedaicpta@3(D6- welOl Oglatesbhat a
concentratibn Jonif5(§7OOG)c‘e’IdISs§‘1Wé?Hy ‘F’fﬂaﬂéé é‘ﬂﬂ?l Pnst sheagdediar the

maxi mum sol Se“‘éﬁ‘?ﬂe ’%&?‘gf‘e{/‘ép“f‘h“’ Pé“ fir“ fHé‘}F‘arn?é“%‘Or 00 uM and

cubarea 1 s A Thar 0LE8 SR bt Sl AL NN S 00
tag/rul) f Oau UfeSeen up ilheramadabrof doknl) Bh@dﬂ%@r‘ﬁﬁﬁ1d’fﬁ&&l§l’ ed in the

super nat ant sxusuittablvyidi Icﬂlte&dyw elhbui (3ei 5Chypnpanshef cagpmbined
i mmnoenzyuﬁ&%?@l? éé%'l asPAg Har"é&’ﬁ‘n‘éflé‘félwl%‘i‘t“‘% Qéwgll 3R, RalD

c 15 <e a solut
Systems). , f ‘fe? 85% E PN S e ﬁé{ﬁﬁé@%é@l it aderat
i nhi bition, ;a.8.¢0l &leeﬁléﬂ e 21 Al> 3)151:11% Ehlgl\ﬂ,dc&/x§n
i nhi bition {Na@sﬁ&)}&@@ by concentrating thu solvent under reduced pres-
sure, and the residue was taken up in water (100 mil) and
Washed with diethyl ether (3 <50 m1l). The alkaline phase was
then acidified withh concentrated FIC1 and the solid formed
was filtered off. The product was purified by double crystal-
lization from a 1/3 hexane/ethyl acetate mixture.
5.8 =3 of {2-[(1-benzyl-1H-indazol-3-y)methoxy]
ethoxy }acetic acid were obtained.
m.p.=101°-103° C.
TH-NMR (CIDCls, d ppm): 3.66-3.79 (m, 4H), 4.13 (s, 2HD,
5.01 (s, 2¥I), 5.58 (s, ZH), 7.66 (bs, 1H), 7.14-7.40 (m, 8H),
7.84 (dt, J=8.11; 0.99 H=, 1H).

ethoxy} acetami de

The product was obtained with the method described for
the preparation of compound 9, using {2-[(1-benzyl-1H-in-
dazol-3-yDmethoxy] ethoxy}acetlg, acid as starting material.

Preparation of Compound 47

{2-[(1-benzyl-1H-indazol-3-yDmethoxy]ethoxy } -IN-
hydroxy-acetamide

The product was obtained with the method described for
the preparation of compound 10 using {2-[(1-benzyl-1H-
indazol-3-yIDmethoxylethoxy Facetic acid as starting mate-
rial.

Preparation of Compound 48

{2-[(1-benzyl-1H-indazol-3-yDmethoxylethoxy } -
acetohydrazide

A suspension of {2-[(1-benzyl-1H-indazol-3-yDimethoxy]
ethoxy }acetic acid (19 g; 0.06 m101) in methanol (300 ml) was
treated at 0° C. with gaseous HC1 for 4 hours. The mixture was
then poured into water (500 ml) and the productwas extracted
with diethyl ether (3250 ml). The combined organic phases
wWere vvdbhc,d wnh 5% sodium bicarbondu, bOlLlliC)ll (2><1 OO
off und(,r reduced pr(,ssurp and lhu crude rc,s1du(, was purified
by crystallization from hexane. 16 g offmethyl 2-[(1-benzoyl-
1H-indazol-3-yDmethoxy]-acetate was thus obtained.

To a solution of 1M hydrazine hydrau, (100 1ml, 0.100 mol)
stirred at 80° . was added portion wise methyl 2-[(1-benzyl-
1H-indazol-3-yDmethoxyl-acetate (19 g, 0.06 mol). Once the
addition was complete, the mixture was stirred for 30 minutes
at the same temperature and then heated at 120° . for 2
hours. The reaction was stopped by diluting the mixture with
water (600 ml) and extracting the product with diethyl ether

(4200 ml). The combined organic phases were then
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shown by the results obtained and given in Table 2, the conpounds were
capable of significantly inhibiting the I-PSindu ced expression of MCP-1 in
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using the RINTeasy mni kit (Q ageExamigeer se-transcribed with the TagMan

Reverse transcription reagents synt heS| S k| t (Applied 13i osystems) and the
&DNA. obt ai ned wadrakedisfof thA&F Crie]éﬁ font ¥t anplification
was obtained in 96-well platfés™yaf ?‘h%cm P sm 7000 sequence detection

system (Appl i qquézlg SYSLENR ) neRG ARl VLAY (L hgfisk @M BY LeapRIALYT €
profile: 50nECHAr be MHBHAS a2 bari Ao LI Maukefsaand ¥Mbosyshaescat 95C.
for 15 secoadssands edciuherd.IThientitles vﬁ@n’cph&@mllgffiﬂatvimlalasset of
prinmers andapmmeels Mmcoff 60 PGh 32, i“msmvs’éﬁ“g AFPIYVEdS

kot

H osyst eni s¢¢ i?ﬁ‘ TSR RS e e ?’ﬁof‘i\ Rl 13-actin
was used i ngss w}fﬁlg‘z@ Saast abuih i gh GoP ALY L D ba SaipI €9 or the
pur poses of nan@td zatk sna Qafs;eeihaqtea&rrbﬁm t &d::élalj:e:ﬂ]gp{laﬁe.g thhe
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obt ai ned, egsmte:s,sleghlﬁs @epﬁmeptrﬁgﬁ ot Okﬁbéﬁh‘&:h&l& déf&,tﬁebl ayedhn Table 3

bel ow_ 34 (Applied Biosystems), by applying the following tempera-
ture profile: S0° C. for 2 minutes, 95° C. for 10 minutes and 45
cycles at 95° . for 15 seconds and 60° C. for 1 minute. For the
amplification, a set of primers and probe specific for human
MCP-1 was used (Applied Biosystems, RefSeq
NM__002982.3). A set of primers and probe for 3-actin was
used in separate wells as an internal control of the samples for
the purposes of normalization. Once the reaction had taken
place, the fluorescence data were analysed using the ABI
Prism 7000 SIDS software, by calculating the threshold cycle
(Ct) for each sample and subsequently performing a relative
guantification via the AACt method.

The results obtained, expressed as a percentage of inhibi-

tion, are collated in Table 1 below.

TABLIE 1
No. 2% inhibition 1]
=] o9 300

10 61 150
11 68 150
12 20 300
13 72 75
14 49 30
15 40 75

As shown by the results obtained and given in Table 1, the
compounds were capable of significantly inhibiting the LPS-
induced expression of MCP-1 in a human monocyte line, and
showed a reduction in the levels of specific mRNA between
20%% and 99%6.

Example 2

Measurement of the Production of MCP-1 in a
Human Monocyte Line

The capacity of the compounds to inhibit the expression of
the protein MCP-1 by lipopolysaccharide (LPS)-stimulated
MonoMacé cells was evaluated. The cells were placed in
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As shown by the results obtained and
t he conpounds were capable of significantly inhibitjng
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compounds were tested at the maximum soluble concentra-
tion given in Table 2 (in the range 30-300 uM) and incubated
for 1 hour. The cells were then stimulated with LPS (100
ng/ml) for 20 hours.

The amount of MCP-1 produced was measured in the
supernatants, suitably diluted withh buffer, by means of an
immunoenzymatic test (ELISA) using a commercial kit
(BELISA MCP-1/JE, R&ID Systems).

The results obtained, expressed as a percentage of inhibi-
tion, are collated in Table 2 below.

TABLE 2
No. 2% inhibition (ML}
9 o8 300
10 o1 150
11 7o 150
12 48 300
13 74 75
14 70 30
15 59 75
27 82 30

As shown by the results obtained and given in Table 2, the
compounds were capable of significantly inhibiting the LPS-
induced expression of MCP-1 in a human monocyte line, and
showed a reduction in the levels of produced protein between
48%6 and 98%o.

-----

Analysis of the Gene Expression of CX3CR1 in a
Human Monocyte Line

The capacity of the compounds to inhibit the expression of
CX3CR1 by lipopolysaccharide (LPS)-stimulated Mono-
Mac6 cells was evaluated. The cells were placed in 96-well
were tested at the maximum soluble concentration given in
Table 3 (in the range 30-300 nM) and incubated for 1 hour.
The cells were then stimulated with LLPS (100 ng/ml) for 20
hours.

The total RINA was extracted from the cell pellet using the
RNeasy mini kit (Qiagen), reverse-transcribed with the Taqg-
Man Reverse transcription reagents synthesis kit (Applied
Biosystems) and the cIDNA obtained was used for the real-
time PCR reaction. The ammplification was obtained in 96-well
plates using the ABI Prism 7000 sequence detection system
(Applied Biosystems), by applying the following tempera-
ture profile: 50° C. for 2 minutes, 95° C. for 10 minutes and 45
cycles at 95° C. for 15 seconds and 60° C. for 1 minute. For the
amplification, a set of primers and probe specific for human
CX3CR1 was used (Applied Biosystems, RefSeq
NM__001337.3). A set of primers and probe for 3-actin was
used in separate wells as an internal control ofthe samples for
the purposes of normalization. Once the reaction had taken
place, the fluorescence data were analysed using the ABI
Prism 7000 SIDS software, by calculating the threshold cycle
(C1t) for each sample and subsequently performing a relative
quantification via the AACt method.

The results obtained, expressed as a percentage of inhibi-
tion. are collated in Table 3 below.

Exanpl e




Anal ysis of the (I-one Expression of p40 in a Human Pvltinocyte Tine

The capacity of the conmpounds to inhibit the expression of p40 by

| i popol ysaccharide (L/PS)-stinulated MrioN ac6 cells was eval uated. ,The
cells were placed in 96-wel |l plates af%*a concentration of 50 000

cells/well. The conmpounds were testadzal: tthe maxi num sol ubl e concentration
given in Tabtre—4—t+A—thetange—36=300 pd?—tj—and—Tncupated—=for—1 hour.
The cells were then &¥Fmil at ed wi ¥R F"PET 100 nai ni 1 3*¥or 4 hours. The

total RT SA. was extrated fromthe cgtl peIIet usm*;’fohe 13. Neasy mini kit
(Q ageti), reverse- trianscribed. with &he TagMan Reverse transcription
reagents synthesis kiltz (Applied Efiosystents) and t he’3ri bl A obt ai ned was
used tbr the real-tinme PC. R reaction.aadhe anplificati om was ob tainecl in
96-wel | plates using #he AV3l Prism %000 sequence det®ction system
(Applied Fliosystenas), by applying the followi ng tenperature profile: 50
C. for 2 m nutresshi50€ by ohekEstilnubesanned dnd pives iat 19613, ftbe 15
seconds andc@@n@autneistwrﬁrﬁmﬂoaﬁbnr Otfhég&mﬁkmtbatlpbwﬂ&l%ébbdﬁpﬁl mers and

pr obe specﬁl?%uc?'ére’ﬁlaﬁa‘??l oS t3ed? ¢ AspFi BH R OF YE"?%
. Reft - Seq- l\gggw;g;@gg 8 dngd‘&’gjé’f‘ gt P mersana’ pi %’%3% OTCtin was
used in separate well's’as an internal control of the sanples for the

pur poses of normalization. Once tlhe reacltl n had taken place, the

fl uorescence data were anal ysed USI n"(fzjI 131 Prism 7000 SIDS software, by

calculating the threshold cycle for each sarH)I e and_subsequently
performng a re‘Fé‘f‘We‘bqﬂéﬁPief TRIETRE PAE M o ™22 The resul ts
obt ai ned, expressed as a percen ge " of S nhibition, are collated in Table 4

bel ow. TAHrJ7 5ty Ll pxl Q&[H anés% 'Q) ‘J‘l@)q MC@4( Qsidn4le 150 13
59 73 14 27,30 i g{%ﬂystﬁcﬁ @M%gbwplm-gﬂl&u {&eabtﬁlixgﬂdl\aﬂdégl ven in

Table 4, t heenervpaumﬂsﬂmuedcamabtenefwertgmlﬁceamﬂ y6iwhilbplateg ctthe
| . - PSi nduced W‘eesrleﬁmefo 456)|QP% CFR}WWVﬁ‘HndE eC‘PFFIeC’“& E
1s
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were then St:llllu]'lted with I.PS (100 ng/lnl) for 4 hours.

The total RINA was extracted from the cell pellet using the
RNeasy mini kit (Qiagen), reverse-transcribed with the Taqg-
Man Reverse transcription reagents synthesis kit (Applied
Biosystems) and the cIDINA obtained was used for the real-
time PCR reaction. The amplification was obtained in 96-well
plates using the ARI Prism 7000 sequence detection system
(Applied Biosystems), by applying the following tempera-
ture profile: 50° C. for 2 minutes, 95° C. for 10 minutes and 45
cycles at 95° C. for 15 seconds and 60° C. for 1 minute. For the
amplification, a set of primers and probe specific for human
p40 was used (Applied Biosystems, RefSeq NM.__002187.2).
A set of primers and probe for B-actin was used in separate
wells as an internal control of the samples for the purposes of
normalization. Once the reaction had taken place, the fluo-
rescence data were analysed using the ABI Prism 7000 SIDS
software, by calculating the threshold cycle (Ct) for each
sample and subsequently performing a relative gquantification
via the AACt method.

The results obtained, expressed as a percentage of inhibi-
tion, are collated in Table 4 below.

TABILE 4

No. 2% inhibition [r™M]
< o6 300
10 54 150
11 44 150
13 59 75
14 27 30
15 33 75

As shown by the results obtained and given in Table 4, the
compounds were capable of significantly inhibiting the LPS-
induced expression of p40 in a human monocyte line, and
showed a reduction in the levels of specific mRNA between
33% and 96%.




The invention claimed is: 1. A conpound represented by fornula (1) Rl R2
in which: A my beOOCC (12-9)(R 10)in which X, may be an al kyl group

having from1 to 5 carbon atons, optionally substituted with one or nore
al kyl groups having from! to 5 carbof atoms or one or nore al koxy groups

having from 1. 1o 3.carhon, atans.;.and R and R10, which nay be identical
or different tQm&ﬁﬁ]@&hh@rreﬁageﬁeedawQg.eﬁmﬁn(ﬁj kyl group having from1
to 5 carbon atons or an al koxy group having from1l to 3 carbon atoms. N.'
may be IN. T(R 11)(1212), (R 3)C3(R ), 1'4(1-2")14: (R, .4) .

(R15), 1\ 1(12_13)-X, INX. R 14XR-1 5), 1 N1 CRz -70 X2 which " may be hydrogen,
an al kyl group Having from1 to 5 carb a tong, an all koxy croup having
froml to 3 carbon atons, ' er Wth Rf@ nts a 4- to 7-nernbored

het erocycle, Ha., maw ydroggn, anral kyl groupchaving from:1 to 5
carbon atons, an al koxy c aving_. from1l to 3 carbon atons. an aryl

croup, a. betcroaryl group, an akk | gr an al kyl bet eroaryl group,
COR, COOR, (1.2')(12") with R apd R', lvvhi chmay, .be identical or
different fromeach other, represented dn n. and an al kyl group
having from1 to 5 carbon atons, or ®f2" togéthem with R', forns a. 4- to
7-rnernbered heterocycle, a", and a,,, which May be identical or different
fromeach id behiciray be hydrogen, an al kyl group having from1l to 5 carbon

atons or an akkewyycpeup-Havi-ngrf-rom,1—+Q@Ra@dn- at-onsr whpsly be

hydr ogen, an éikyil?icWlﬁﬁ%h@fﬁ*mﬁlﬂvgﬁg?}@aﬂab‘ow ét%ﬁ']‘,oiaﬁ“ﬁfyﬁa group, a
het eroaryl g, rofi ‘Pﬁﬁ}%&ﬁﬁ?gl‘%ﬂ%@iﬁ?ﬁ@[Ij;@ig’éfpf‘ - GhuK, ,
COOR , COP4(1& ) LRIpahLEi R G R i Uy Reuhdenhical or different

from each ot hetr, ahapresentiedbnhydsogaeananthlan diRidregt duprhasichy from 1
to 5 carbon at omghekXmamjp<teydnogeky largrbup! savirddy one Ireg2 8 Qar bon
atkinis, optiona Fzﬂéﬁ’é‘%f‘ e\t FLERES0 2 ROFL PAMIPE §ruthd Havi ng front
1 to 5 carbonaf'GiE 0F,0RE A gpRe 5l ko grevps  havigef romdst 9, 3 carbon
atoms, X3 may her0L), NMecNILGEL>CE NNTLIGR RD.andnedz , Whi-clray be

i dentical or dif&ferenx.tronwddch ot her, may be hydrogen, an al kyl group

- having from Rite Fslé'é’abﬁofhyéf@%@%’prmaﬁnéb’kdﬁz"g? ét@"‘ it gt ol P to 3
carbon atoms. - <RSI RE ve A O e A P LR SR bm each
other, may be hydLQgfRct@R-&)&d, group havi hg from1 to 5 carbon atons, an
al koxy group kv ngad remhly d6>Besanboaliay besoue hadgenfatom! te CGE!
---N-(a.) 36 (RorbNu(A@MSEAR AKOON £ro1R having from 1 thPegbsitl tri

fluctronet hyl; WEINR S ol b s SO Y LB RS bt 1 rom
each. other, repts54 tﬁ&bﬁ@ﬁ&ﬂanféqo@ 18 K)o 0folipihavi:egi feont 1 to 5
carbon atons. Raqirfayenbydragen oderakiple geaupl baavnyngodeomakito 5
carbon atons. aldoxikgl eupuipalrbngngriomad 1 o35 cartrom atomss. ar bl ogen
atom, CH --NipE ther pviith R, .. forms) yrAR7§© CORSRPT§ ahgtere-

(E2AGHY
trill-noromet byl ggr@ L QYELAGL, W 1L 006, & LML Ron ORE fhedQE M8 a ring
having 5 O 6 Carhon Atdis.c M hogen, alladly1 Wbk Rayibe i-denti eal or
different from seaehbohharonrepieaesentisdy drydneden iaed fapmallkyd Fyroup
having front 1 ter$osapbomsatons, and_ a" %igph rra‘imb_eﬁ_ircglelnti gglsor
. . Ta & hy ALoSen, B = Bl pa
di fferent froffiealiurier> GEBR; AYHEYGXN.” @ﬁhait‘@.a%{ p.hayi dgn front 1
to 5 carbon atoffiicy@hrdOIELRe.T Ok iNta ey BIRUPo QFy PNEAF R  anbrg, HO and
ay, together w tchckort araENaRHOQY " havitlg 1B aihdd Rar Bohichonswrba
phar maceuti cal | ydaoteaptiabkedsdtentr festercapleregper. repr ?ﬂ%{%bﬁﬁ%und.
according to cl dPfAraEcumEreim XIyseanyva kyl gEolip Hali'fy” (Mt to 3
carbon at ons, 0P}, 003ld xniuﬂyllé&hadlleihﬁgﬂ%lgrl RBrLcatkyh HAuRs having
from1l to 3 carhbgniahans GuidientledrBramnldkoxyograves Havyngdowss 2 car bon
at ons. 3_ Thérzcompotinsrat cor dicrrgrlt@;’calt@ims r eber er mXrejdkg=xy | |
Cl1-120-12 or C_¥#€ mﬂhggénga" K 1%% R S8y~ be identical or
; DI, e, NEOH o TN,
different fr Oﬁ%?@lcyﬁ?ﬁ hiéﬁénﬁ:%wb <Eel§f;cc r different from each
) ‘other, may be hydrogen, an alkyl group having from 1 to
5 carbon atoms or an alkoxy group having from 1 to 3
carbon atoms,
R., R, and Rg, which may be identical or different from
each other, may be hydrogen, an alkyl group having
from 1 to 5 carbon atoms, an alkoxy group having from
1 to 3 carbon atoms, a halogen atom, —QOF, —IN(R")




4. The conpound according to claim1, wherei n residue Ais selected from
the group consisting of Cfl, CEL,CTIl.

CT. (CT-13),, CH2CH2(0C11, CHZCHZOC( CLI 3) and 5. The compound FACCOrging to
claim1, wherein R," is a hydrogen at®m an al kyl group having front 1 to
3 car bon atoms. .an aI koxy gueup,haying 1 or_2-gqrbon at eign@ind¥, t oget her
with a® formng. a$o NRGRn‘Errlﬁéef&d hetes eeyckanuorobedibe; eautpct und
according to cl ai'mdq r«xzmesmnahanqy beddiydicgen: ditigrean fabkykaghou. p
having from 1 t otBecardoresatrges] barrﬂmﬂk@%?@y’lgﬂwp afkyil myore av2 car bon
atons. a bet ert gagyirogrolpo %r‘raélbky}a‘f“i“ Yr ou Ll teferoaryl group,
CON(a_5(a.") it gy 1&‘?10‘ Rirogh & Y“l%g% [lglgglfrom each,

o=\ abr bsonEBACRT T fokh A an AL G o hu s, R deto 3 car bon
atons, or R " th@lﬂ‘erniMr&Qi llfleﬁ.{&cﬁn@'thgﬂ (6{' \h@l&ﬁbﬁ&yd e.

7 The conpound fao6CanekbAg RQ Gla@IRY fo ket eidy amwang 4215 cwhboh may be
identical or di bienentwithiR easil BY herhichy eay Hyydtogerabpormiftan al kyl
group having frG‘mtlirt%nseéa?lbt?ﬁhﬁfoﬁﬁpﬁ‘rb%‘ht ﬁ? ”ﬁaﬂi’ﬁ‘g"“f or 2

carbon atons. , *Ig! SrRERBAYIE" eml N Or d1 Swherein,a,, is a
hydr ogen at om afipal KyT. g Lol Aagpas | 100 3u gq; kS, 1 a0 ary!
group, a heteroaf ¥h9baUHoaa, agrt@g@@gr ﬂ{;ﬁ)ﬂpa cabuy kyllgeter oakryl

group, Goa' , cor fdeha'a)hahk Wi hod Randdgdthashivdth may. Pericdentiiogl or

di fferent front heagheotherr Heprebent edchyshydr Gg&ﬂlam!l’mﬂwl‘k?llmr oup
having from 1 té'cffe@é?bé‘ﬁ S&’?bﬁ% ester thergRd- comm oun according to claimi,

wherein X, is ciaeie ??ﬁ‘fﬂ‘@d”ﬁ'éﬁt‘:lf”gb Fhon. 95931 a pt| onal ly
substi t ut ecil%tﬁﬁ_(ﬁggwlmi fﬁlowgwl a&t{ﬁﬁ ﬂ{g]frg 23 Earsbon at ons
or one or rw@@hkﬁxyngr@upm«la&w g okeQilid>ear ehuAkamByving 1 k02 The

conmpound. acemdfeirrgotesclaim 1, wherein X is selected front the pro-up
consi sting of 3cijhe Rﬁfflpo?ggr— anF|t ?nn 1, he
1?"01

%{G 56?1jd
accor di ng t@ﬁﬁ%@t @%ﬁ &KthI T@é’ enﬁ'jcia(faor
different from gach vl & h@g&nca&ﬁ{ﬂl anakbdaih graupchavi ng front
1 to 3 car ben sal eredrtframaltkexgrgigupcdayisngad off Zidar borlatdis. 37 12.
The corrpour@(‘é&isbﬂl n %Ieféﬂaﬂc%erel?FP&SCI‘én@(ééCI“\%?zch nabe

i denti cal o? 2 repsehest eohLrom e group

consi sti ng ﬁo %ﬁ@om Ou éﬁ C"O‘gié‘{’ t%&%lia R PG e L eod car bon

atoms, an ahiaxy, gm)upl\baw Q,goﬂ.lli)hagnfi@f bosr at oaBboa Mrond, @ L7 atom an

OH gr oup atqgmtﬁx@rgwoﬂp R a ttoritltlelxg onet hvyléflg b@r@é lng PMERE) (R') or
15809

H(12. 1) 010 gpg © YR acGRFAinE gl 1 b g%nhcal or

O a al avir TOX l
di ff erent ?éj-h S BT Eh PR A B Y r%@,ég(amaq AN L lkyl
group havi ngr Z[Ierl gidohB, %xﬁaﬂ BOhBaH0EBoup, qx)]-alk; e GOROYNaaeer di ng to
claiml, whexeiNURDHERS)sehent Bd fdndmi'hevghotlp ml18¢llq§31@ﬁbal hsyrdrogen

atom an. &ﬁi@?#f‘ﬁg‘%éﬁoﬁa\ﬁ?ﬁ@}l fridRn IF@rSSéa‘F%‘énb&t BW&“O&‘P ge “group
having 1 or lé‘yclg’ﬁi’)‘r’#’éf%‘ﬁélg A3t dgeh ATUm, @ijc Faup:? bo&ﬁ' t oget her
with one fromyARDRY J2 .6 Andnatie boh 8o ad bﬂegi %}ér@fn G camben atons
14. "The cmgunﬂmﬂﬁﬁﬁ i Ngke i@eahaianalr abeienn prllamﬂl(,];QD?l;leI&‘h may be
i denti cal or hdidferentatopomaeneikyl Eouaderseledtred: fir 5t I‘Fé‘rb'

consi sti ng %‘F’%?btﬂ’dﬁbggﬂ‘%%gﬁr%ﬂpéF?YVlirlO?ﬁli’lé:Y’lrEfng FONE™St to_3 carbon

pound accor herein

atoms, or tQgRLHEL GLONR GLOUBy 1 i @Ne.d 1AM RIRAYT Ro aNdKhod 0get her
with 'Rs, f IS5 ald BBy NAYHDG, 2 Bt r(@z@f}blogr(atlﬁn&n alictirsA, cphapmaceut i cal
conposi ti ornegepyilbiengrddeyl. gopnppouadRof Caecordi @ I\tﬂ*tI)éRﬁDPVlm a

phar maceut |]8al4lyid8cept~’é‘b1vb aw br Eirericr é%’”ed%"”%tﬁﬂ“ PR Bhe

phar maceut i § T“Fryl gﬁ Ondon %m‘i%n The PHat HEcedt O“ conpdsi tion
according to 6l ahm ﬁanqé@bddllpgampﬁmll paulyeagl@ﬁpiﬁb£ ersalt is an
addi tion sahticym tgi}(spiyaimﬂgg caldgs aceeptabheboigani>ener apuenallsaci ds or

bases. 17. sihesypharavhwenhi eaf conpost tilloy! areondi hgvivsdiraim! 16,3 wherein
sai d physi o‘F ‘b’al‘l‘%lﬁec‘éﬁt%\‘b‘reoéd?ld%“af‘g‘%’éVe%f‘é‘dpFrBﬁf’t"ﬂe YrauE

consi sti ng h?BEﬁBo%&l@ aglly(g;f(ﬁl?ﬂp%cgﬂ%ﬁ 13%111@&911&5&' dls
phosphoric @&&mal trbirh @6 Groagebbhisaciifly 85¢orhi sriaci dvrhienzeict aci d,
citric aci oNHINKaric acid, lactic acid, inaleic acid, nethanesulfonic
acid, oxalic 11. Th‘v W?B}iﬂ’eﬁesu’lrﬁe‘hbc“aeﬂﬂlmbénZ’éﬁ §‘u1*1‘ ohi @ratid,
succi ni ¢ acfd; VYAl £axi “éﬁ% GHrar flehacr: ‘m“lg“ %Fr@%?utl cal

cormosmonaé%qf’afnﬁf LAcskdl Db, MRENSh Ny Sal S GQH%SJIQLIQ«Q}T% accept abl e

bases are selected front the gr oup consi sting of ammoni um hydr oxi de,
cal ci um hydroxi de, nmagnesi um carbonate, sodi um hydrogen car bonat e,

pot assi um hydrogen carbonate, arginine, botanic, caffeine, choline,
NI, | SI -di benzyl et hyl eri edi antine, diethy-

2- di et hyl arni noet hanol , 2-di net hyl am noet hanol , et hanol ar ni ne,

et hyl enedi ami n. e, N-ethyl norpholine, 1V-ethyl piperidine,




20. The pharmaceuti cal conposition according to claim 15, wherein said

conposition conprises a stereoisoner or an enantioiner of the conpound of
formula (1), or a pharmaceutically acceptable salt or ester thereof, or a
m xture thereof. 21. The pharnaceu@?cal conposition according to claim

15, wherein pharMREULLERLY.AFCERLABLE-VRNLEh AN §, SEherlad L om Lhe group
consi st I ng QfldaRg;, M Bal Pdticidhl St bl e@hahl fravhidd®l pthed] | uent, a
fl avouri ng, age eol@stant frcanfdhd gigep,candidbiviscaft, hadprgserationg. agent, a
hunect ant, albkwbsorberitavmdg: fragebtterfeparbon atoms, an alkoxy group

having 1 or 2 carbon atoms, a I3r, Cl or ¥ atom, an OH group,

a nitro group, a trifluoromethyl group or a group N(RDH(R"™) or

e N(RDCOR, o CIN, o CONR'R", SO, NR'R", o SO, R,

with R’ and R", which may be identical or different from each

other, represented by a hydrogen atom and an alkyl group

having from 1 to 3 carbon atoms.

13. The compound according to claim 1, wherein Rj is
selected from the group consisting of a hydrogen atom, an
alkyl group having from 1 to 3 carbon atoms, an alkoxy group
having 1 or 2 carbon atoms, a halogen atom, an OH group, or
R, together with one from among Rgs and R, forms a ring
having 5 or 6 carbon atoms.

14. The compound according to claim 1, wherein R4 and
R, which may be identical or different from each other, are
selected from the group comnsisting of a hydrogen atom, an
allcyl group having from 1 to 3 carbon atoms, or together form
a group C=—=0, or one from among R, and R, together with
R, forms a ring having 5 or 6 carbon atomms.

15. A pharmaceutical composition comprising the com-
pound of according to claim 1, or a pharmaceutically accept-
able salt or ester thereof, and at least one pharmaceutically
acceptable vehicle.

16. The pharmaceutical composition according to claim
15, wherein said pharmaceutically acceptable salt is an addi-
tion salt with physiologically acceptable organic or mineral
acids or bases.

17. The pharmaceutical composition according to claim
16, wherein said physiologically acceptable acids are
selected from the group consisting of hydrochloric acid,
hydrobromic acid, sulfuric acid, phosphoric acid, nitric acid,
acetic acid, ascorbic acid, benzoic acid, citric acid, fumaric
acid, lactic acid, maleic acid, methanesulfonic acid, oxalic
acid, para-toluenesulfonic acid, benzenesulfonic acid, suc-
cinic acid, tannic acid and tartaric acid. ‘

18. The pharmaceutical composition according to claim
16, wherein said physiologically acceptable bases are
selected from the group consisting of ammonium hydroxide,
calcium hydroxide, magnesium carbonate, sodium hydrogen
carbonate, potassium hydrogen carbonate, arginine, betaine,
caffeine, choline, N,N-dibenzylethylenediamine, diethy-
lamine, 2-diethylaminoethanol, 2-dimethylaminoethanol,
ethanolamine, ethylenediamine, N-ethylmorpholine, N-eth-
vipiperidine, N-methylglucamine, glucamine, glucosamine,
histidine, N-(2-hydroxyethyDpiperidine, N-C2-hydroxy-
ethyDpyrrolidine, isopropylamine, lysine, methylglucamine,
morpholine, piperazine, piperidine, theobromine, triethy-
lamine, trimethylamine, tripropylamine and tromethamine.

19. The pharmaceutical composition according to claim
15, wherein said pharmaceutically acceptable ester is formed
with physiologically acceptable organic acids or alcohols.

20. The pharmaceutical composition according to claim
15, wherein said composition comprises a stereoisomer or an
enantiomer of the compound of formula (1), or a pharmaceu-
tically acceptable salt or ester thereof, or a mixture thereof.

21. The pharmaceutical composition according to claim
15, wherein pharmaceutically acceptable vehicle is selected
from the group consisting of a glidant, a binder, a disintegrant,
a filler, a diluent, a flavouring, a colorant, a fluidizer, a Tubri-
cant, a preserving agent, a humectant, an absorbent and a
sweetener.




