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EP0382276B1 Description The present invention relates to ethers of

1- benzyl - 3- hydr oxynet hyl -i ndazol EPwid82 2zeBtiai n al i phati ¢ 2- hydroxyaci ds,
to the salts thereof with pharmaceutically acceptable bases, to
internediates and processes 5 for their preparation, and to pharnaceutical
conposi tPe$FEPHNt ai ni ng them More specifically, a first Obj ect of the

pr esent |nvent|on |s to rOV|de a co ound of t he fornq I err] 10
wher ei n Y?E' . ' ﬁt m?‘%""?% igfjatie £
w@rpélar %u ses.l_-\;o lnterré\e [ efrangﬁrogﬁs%ﬂ

be ¢ he :B( xy&'dt : oPi

havi n§ 70 "p“?FS'JAO ca F%nmg eof with
phar maceutlcgiél ecmca“(‘é af s%%r @ﬁ% Stmfrf)‘f' e°{a“b§1’ d%ﬁl\%% uIiL en R and
R are dAf:i[leé%ﬁh éé&;(n ea&)h other the conmpound of formula (1) may exi st
either as a single enantionmer or as a racem c mxture. Therefore, the
presept JHaemK {5041 -bdn ?ﬁ.ﬂ,@&of.@ym@@hﬁmfﬁm{ﬁe racem ¢ m xtures and the single
enanti oners, obtaine ther by separation fromracem c m xtures accordi ng
to conventional techniques or by stereospecific synthesis. \Wen not
differently speci- fied, in thg t he starting conpounds having an
asymmetric carbon atom are use the formof 30 racenmic mixtures.
Bendamac is a known conpound of €
al ready nentioned reani ng, which is
(Us-A- 3,470,194). US-A-3470194 al so thgl o3%s further

(i ndazol e- 3-yl ) - oxyal kanoi ¢ aci ds havin -inflammatory effect. Only
1- (m chl or obenzyl ) -indazol e- 3- oxyacetic acttd has additionally anal gesic
a tlvf"ty The conti nuous study of th| s conmpound during several years has

S nda a and 't ceutically acceptabl e bases
are actle( "{aﬁ " Iﬁg@ P'eat ar ﬂ*cggh?'g"g (US- A- 4. 352.813), of

retinitig °r A ul: iy ggmb%abta act (US-A-4.451.477);
final by i f’ it S % d ey %ﬁ@.@"i’% sl @4l 0 ma
Opaquene&%t StheCANS Shdle ﬁ'dﬂﬁ&r%r re. Thereférl the (PR&EA irks ds to

778- 783 Qi BofiSRS rademié) AhERSNAY nels. Idﬁ%&@é@ oBtaad BiSH by Sop@stioR JroMhthcehicar e
ant i Sperrﬁ‘ﬁhr@@ﬁﬂﬂo@m@@@ B&nsentlga%hnﬁbé&rdﬂby Btél'dospeafﬂ( Shthesis? Whor? & YitforbtK/Gpecind
Chem Abfed, id #elddmples thel Bariivg cbimp6untd Ravihg aiREymMetrictd®a htom GRY ds¥d ini theorm dhe
presest radovidvhikiores.i S essentially based on the finding that addition of a
met hyl ene Bendaiac (s-alinizwn) cofpoune biieetormiuagB4)y benzyl - i ndazol - 3-yl nucl eus (A)
and the side chain (-O CH2-COOH) changes the pharmaco- |ogical properties
of bendak@€He®@OHhatBZ)contrary to bendazac, the conpounds of forrmula | are
endowed with analgesic activity (Exanple 5). A second object of the resent
i nvents orhefein A harthe \alrepdy anepionec Bganingy W"!"F'i’e'sﬁ ‘L"[ﬂ&‘i ¥ith enii-inflamegatery AsHIM UM t he
formul a ‘1470{1% ’ésé‘ﬁfg!s"“ st'gﬁeﬁé““h?l’d'"dazP' bryxyalkaneic japigs haé(k‘,‘% é'l‘tU{'fH@‘"‘LaBr y
convent i g O agﬁ{@?"zyﬁ'" 8l9ﬁff°‘i§‘f’ agieh asfaéF'H‘E‘F' 1"$°<§ Th% ntinuous

wher ei n %‘dﬁé’ th H’@"s‘ ‘dfg Vg £ ? @Ps?@: % a'mﬁeﬂfg;a'w
al\\_gl I ?F 17 ar;s:m? = _grg 8fm?a ygl as been fo ndt at en azac an %;}ﬁs Qj: the

everEI} quenes st( I';A 265,967). J. Med. Chem, 19(1976), 778-783 dlscloses 1-
halobenzyl-1 H-mdazole-3-carboxullc acids which are antispermatogenic agents. Chem. Pharm. Bull. 24(9),
2267-2269 (1976) and Chem. Abs. 74(1971), 13052w discribe 1-methyl-indazole derivatives.

The present invention is essentially based on the finding that addition of a methylene group (-CHz-)
45 between the 1-benzyl-indazol-3-yl nucleus (A) and the side chain (-O-CHz-COOH) changes the pharmaco-
logical properties of bendazac and that, contrary to bendazac, the compounds of formula | are endowed
with analgesic activity (Example 5).
A second object of the present invention is to provide a process for the preparation of a compound of
the formula |, the process comprising:
§0 i)
(a) reacting, according to conventional techniques, a compound of the formula (lla)

A-CHz-Y  (lla)
55 wherein A has the already mentioned meaning, and

Y is hydroxy, )
with an alkali metal or a suitable derivative thereof to give an alcoholate of the formula (Hb)



wherein A‘has the al ready mentioned neaning, and Me is an atom of an al kal i
nmetal, 5 and then reacting EP@382i2peBid || b with a conpound of the
formula (lIlla) X-CRR - COOR" (I'l'la) wherein R and R have the already
menti oned neani ngs, 10 - Xis a leaving group selected fromthe group
conpri sing tﬁ‘@”ﬁgl"'egeﬂ@)and the radicals of the formula [err] Z is aryl or
alkyl, and R' is err}i?alk | to give an ether of the fornmula (la) [err]
wherein A, R&‘%q?g"ﬁhﬁi%:ﬁlgwgg 4mpaiEAdent i oned meani ngs; or b)
reacting, ac ’onal  techni qu a cogpound of the fornula
(PRl 9 A el T AP § SRR S OB of e r o
meani ngs, W {| 1 0oh te of the formula (Il11b) MO CRR - COOR' (I'11'b)
25 wherein R%Iéﬁﬁ?c@ﬁanghl%b have the al ready nmentioneed neani ngs, to give
an ether of {Qrdihand R nafd e drebdy Mehiidb menimgs, di Ng to conventional
techni gues, R CORRMN YrbuP solb@dTbAind §rdupYobBristhg R HalRGerd BRH R takaS 8RB fofhulahe
presence of aroabkableRe iO¥IrRdkgdanaccording to the follow ng reaction
schenme 30 35R"is G-Cs alkyl [err] wherein A and Y have the already
menti oned neRREIVBESs sthétihRioanda i) may be the same or different and are a
[err] -Csalkyl, ii) hydrolizing, when desired, the ester la to give the
cor r espondi n&-Che-DeCRIY-COOR'Ul &) | accordi ng to conventional techni ques, and
40 iii) preparing, when desired, (a) a salt of said acid of formula I
wi t h a phar nmakesein Adh Rl 3nd R beystiagriready mentioped egninggiokest er of said acid of
formul a | wi Plifeastingagogereingte canvepieeal feghnigueso p e9mueuRA of leffiarppla dick o 4 car bon
atons, according to conventional techniques. Steps i)(a) and i)(b) are
sncopa®sed WATCHi® t W9 process for preparing unsymetrical ethers according

to"WIlliamson (J.. Ma " Advanced é} nic Chemstry” 3rd _ed,, pa 342 to
S0, 1 eact | GRS e B R ook g R b e oL s 1B e
presence of IR w: «Solyent, at a tenperature of fromroomtenperature
to theyboil iﬁlegapleaﬁr}%{égra urémﬁf the reaction mxture for 15 mnutes to 48
hour s. Exarrp@v@e-,p,g' ngr(..t M‘Shﬁ\%‘tt‘/e%faa%y%eﬁtﬁ%dbﬂ ﬁiﬁ’;}s! c jsol vents. Typi cal
exanpl es of Qrgg,égﬁ LR} 0P b.Seare tetrahydrofuran, di nmet hyl formam de,
t ol uene, andgt B&iikg, Heeckdiige®- cofNertRNA | 1edhRigues! » camisbuhd bromtufa B RikrEh 4B and
prepared W t fhicieshnlinhE Bleddnce HiQh afihd/ RPdRRBEbccbrting Rdhd iBlloking FdabtRn s@dmb N t he
presenge of a suitable solvent at a tenperature of fromroomtenperature to
the boiling tenperature of the reaction mxture for 15 m n.utg to 48 hours.
Exanpl es of suitabl eAsWiyént SHike + ReClpi ot TR oAveht 9 CAR exanpl es of
preferred solvents are tet :@%fjrof uran, dimethylforngyide, toluene, and
their mxtures. Preferred ngs of X are chlorine, bromne or [err] Zis
p- met h3¢l - phenyl , phenyl and nethyl. 55 Step i)(c) is preferably carried
out at the bWhersimgy apcyphaedhe dreadymentioned mganings endPand Remplobe Hhe samergydifigrepty 12
hours. Step #dj@e3 %‘(;gla lerably carried out with an al kali ne aqueous or
al cohol i c %’5}]@’;%0 ﬁf}‘f"??ﬁzdat‘heaesﬂ%%épr givthe frespending rasigrAT fempia A ACEAEG B8 t he
b@_) ! n:% te ii pr?elg;nﬂr?g,t%v:gr\)q dzng;, Ea?g'%glt &gai aéé lél{ fgmfu arl wjﬂh ta%ha%:?mc%x?t%&lﬁy'acgeptable bass
or (b) an ester of said acid of formula | with a saturated aliphatic alcohol having from 1 to 4 carbon
atoms, according to conventional techniques.
Steps i)(a) and i)(b) are encopassed within the process for preparing unsymmetrical ethers according to
Williamson (J. March "Advanced Organic Chemistry” 3rd ed., page 342 fo 344, reaction 0-14 and 0-16) and
45 are preferably carried out in the presence of a suitable solvent, at a temperature of from room temperature
to the boiling temperature of the reaction mixture for 15 minutes fo 48 hours. Examples of suitable solvents
are the aprotic solvents. Typical examples of preferred solvents are tetrahydrofuran, dimethylformamide,
tolusne, and their mixtures.
Alcoholates 1llb and litb are preferably prepared with sodium metal, potassium metal or sodium hydride,
50 in the presence of a suitable solvent at a temperature of from room temperature to the boiling temperature
of the reaction mixture for 15 minutes to 48 hours. Exampies of suitable solvents are the aprotic solvents.
Typical examples of preferred solvents are tetrahydrofuran, dimethylformamide, toluene, and their mixtures.
Preferred meanings of X are chlorine, bromine or Z-S02-O-wherein Z is p-methyl-phenyl, phenyl and
methyl. :
55 Step i)(c) is preferably carried out at the boiling temperature of the reaction mixture for 30 minutes to
12 hours.
Step (i) is preferably carried out with an alkaline aqueous or alcoholic agueous solution at a
temperature of from room temperature to the boiling temperature of the reaction mixture for 1 to 48 hours.
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EP 0 382 276 Bl Typi cal exanpl es of pharmaceutically acceptable inorganic

bases suitable for use in step i gpo(ggp2#®1al kali and earth-al kaline

nmetals; nore specifically sodium potassiumand cal cium Typical exanples

of organic pharmaceutically acceptable bases are primry and secondary

am nes opt Nwiral xpmpleh ot Phamaséltitally lagadpteiNe inqrgelfic base® suilebls fog ueru jpsstepSixeat iafei ¢

exanpl eselkel and pafthaikalianinstds gwow speeficaliyesadiyma petersiumi and (valoipy| Zypioaleexadples of

hexyl ami qq@mccqhgrmqs}qumlmgcce@qbppamqa%ﬁp fpemary and secondary amines optionally substituted by

2-hydro Wﬁ@prbm%}hgj’o@sﬁpﬁ ’é?r?éi‘l@‘a?scﬂf said,organic iasns arsmothylamine, ispprorylaming.

val I'né, 'leé\(ﬁ'ﬁ'i"i?e d'eﬁhg'HP'é%@Fhﬁ@'a"‘é'l?r?H’é’m"{/’ﬁ?“é’ fPABo-1.38 a?"e iel, glucaggine, ,cf“(?t"arﬁ'

acid, ar %’?e §°° i}t’ 'P%laﬁ%a”' r?ﬁldh?'lﬂtﬂ é‘c'd’p‘ﬁ@ﬂ?ﬁ yginey Y stige.

tyrosi ne® tﬁ Cglex 7 7).P j" ryPip & RLEfgLred al cohol s

fOF use |n 38%}?’96"’9 h USBI epl are 09 aw astanﬂ&xf r Ob_] ect
folt ti Rf?oﬁ .loGSe ?n ik pﬁ"

of th presen |n'v I'S ean I'n errre eco

forrm %%Wlo oy CHZ W(ll) V\/nerel n Ais a 1- benzyl - ndazol 3 yl nucI eus,

and WIS Ove (where Me is an alkali netal atonm) or a |eaving group

sel ect edutefoM fshe1-83n2pHMdERRIYI Inbdidks, dnll Qv RO IMRSWAGHS Mo igar” alichli GridtaP atbrh) dr e
formul a ikhing hrobH selsdharidmnine glosp Smphisiflf théthifdtens ddaheiatiol of ARVbMBIagL-SORS ar e
br om ne,wehkinaisagl drkjierr] Z i s p-nmethyl - phenyl, phenyl or nmethyl. The
al cohol of Piefarrenleavinglgréups Gtd2bréshipe, rehigrinacor rz-smao—eubréiyzriedm'tmgoharwl,aﬁérdi af the
formul a npéthy). 20 A-COCH (1V) wherein A has the already nentioned neaning,
or an al i phstalcohadeftfomute Hdh-GBf-OHrnaydedrapgred by ©dwving Bt pastheflthetiombilifues.
Preferabl y, the reduction of said ester is carried out wwth a suitable
uc?ongf\ﬁ‘é@r‘ut Much as |ithium al umi ni um hydride, sodium

- (2- et ho - et hoxy) al um nium hydride (70%in toluene) or calcium 25
tet ra- (%8 P“ ?% a??l %ﬂ‘i‘&t“@ f’z‘&;/dﬂe?f‘"}.;}c‘)af”u%‘qgﬁ %"‘};‘B °vgtﬁ’ea‘|h P‘gflse?:g%%‘;%)g’? @"?ggngm e
sol vent
react]j orfﬂ\lﬂ"k Eﬂ"@"‘ %“8

Preg '@f °§§1“We nts
tr. (ISO y)- ene) In t of a syl s0 ve
are d' et a] o)[fllh i:?ﬁ 3 gf?]e g;ifg 1|2 hoursF xa u able.
corr esp at ene% ogen), oni c
esters ( ng%Xho O€ Oflef R ﬁé‘sﬁf(w B io§éhy, Yand BUKGGE es?él\'&%d" 6-%ot 0
conventizf :}aﬁe@ BHoiaHAh a eHdy manneF&eormﬁ@etcb.rvaAuo@ap Rhinfe@ds ONS 1N therapy” the
conpoynds gy dridisal iapMieslibhOM RBEpy 831 ComBRESTRE B inGedlidny arC HEIP toRGIScodRblyS Can

be adm nic&dpRbiB GadScah HRYadministerddUds Myeare b tHey Qe prafetalily Adminidlofeli Ok @ thih bthe
form of pphaatsatLdmMpaditioAHNPOSI tions. Sai d conpositions are anot her object
of the presshtomposing are anditdeloljeanbfahaprésentaivbition andecotah anéffettive MEUNDEf oR®Ere
conpoudsnard cdngpouds! of fdrma | arfof thaie isalts Swth plarmacbiliicgip acdspieiel bigardd dryincegadie pasek e
or gangsc tegetheneithgfignid or sndid esarm&$uticél egeigidngsr suitablelforl sysfernid administgdtiordas oral, peroral,
phar mac eertal erd pagerterapadminisiration iof tabjitab stichras agresobgriophtiagtinit sdmitistatianon as or al ,
peroral, rEwtriprmacatigsheamposivons ofibiriinvertion eaniberin eefid fasmiag dabletss pilih capsulesands ol
or opht eigwrieloasecliefms: St Ferpiiselid. suph @s ﬁWﬁﬁﬁ@uFfﬁ@Bﬁ apch pipiSNte.i @ rin ligyid s sas
nt i FAlLoaR spwersionsandiegmubignsn as tabl ets, pills, capsul es and sl ow rel ease
0 or Wafditicade fhg usygl prcipionts, f ‘EP:‘E‘TPPW%@W eqniain-Additives syjtable fRS Rpamacsyticaly,
| | qui d f"S? A} 8§s°§" fivge: Strlizerss SEPIEH 8?!&3 for {goulafing &YMfi Prespyre. buffprs, f!i&‘lﬂ'f"fq ‘ES’H to

t Ee usu %;? @; § ' by ! haGrhc%B ?a I9S Otne CO |¥ '%)ngté? tn'se} v?ntltoI Vn?aiy gomgl ) ot ?r
phar maceyt LBl 58 inasalewosy o?,ﬁém NS colslich f s Jeho I CoHen e
regul gti ”gFo‘P%FE’t? o {isob irCther yethe v@ ﬁNeOéprE'tﬂnd ;! .s‘?rR, B o3 ARl V1EN
request gghy Ry Q@tha'rgihg‘r Bload FiRGPdEpERRIng b ﬁno@vﬂ PRER! P BSth@Epebifid tera)Vi8dlirbd the TBLY
CoNpri sensinB&itica itfah, GhePdalriniRatioR B ind e S URAMBss GPIRE SBcifi@Bdmpound of this
adm ni StifvBtloR Whic ist (R84, HReNek, G Spfimbf afibtive 4hBount can Frédily e ok dhiplishb® 85 simle
t her apy rédtire sthdegtibd. ve anount of the conmpound of this invention to be
adm ngeSt er wid praynavéutival @brRosifions adahi e rhdde aollowiag @® chavaatielaingehaiuds Wi praet or s,
such as nideeutieqD eteimist Dvdingmatpig, grenjittingeahd corlyressing whamaeckssanya br vadousig sribtingdand t he
adm ni stdissdirgrthe iogrodigntscas cpropeiate fid ghetthevdeniesiendproguse speci fi ¢ conpound of
this In general, in the case of systemic administration the daily dosage of the compound | will be preferably

determined in such a way fo reach a tissue level of from 10~5 to 10~% M; this level will usually be obtained

s5 with doses of from 0,5 to 100 mg/Kg. In turn, in the case of topical administration it will preferably be used
a pharmaceutical composition (collyria, creams, ointments and the like) containing from 0.1 to 5% by weight
of the compound of formula | or the corresponding amount of a pharmaceutically acceptable salt thereof.



i nvent’i on which is used. However, the optinmum effective anount can readly
be acconplished by sinple routine ppoagdgrens 50 - The pharnaceuti cal
conposi tions can be made foll ow ng the conventional techniques of the phar-
maceutical chem st involving mxing, granulating and conpressi ng when
necessary, OFinalimranctes lojectiokthis inyersipnlis do previdevd methddivé treatrgané cimprising aigninistering to
appr opr i ataepatientgn \need Herediedi pitadtive nainogntoad L tempopndgefniemula, | pmoft & eharmansutighlly
system c adefpiabigsaidbereoh t he dail y dosage of the conpound | will be
pre{erabl y dearéerpuipese df hetieitystrafingithg inventienthe felloyingjexasmples jag\ney giyen:f r om 10-5 to
10- M5th|s | evel will usually be obtained 55 wth doses of fromO,5 to
100 ng/ Kg.B¥RPR 4rn, in the case of topical administration it will
preferably har ma i cal conposition (collyria, creans,

oi nt nent s aéﬁ'geqzﬂgq\y?'ﬁ’g')“ &'B'H'f éfﬁf ng from0.1 to 5% by weight of the conpound
O O & nla e gq’%mal: Oy B3 iR BB WIRF S kys B6AR0: AL
sal t the soluti % et I%@t é’fthéaq(% g- -{PJ%L&?& artd yli Ql:l }sON
Is to prO\ecdgchac 5130 rhQH Bk cbuRGetrdftoRthspt €7 1 Q. 1 0\ pat'ent
in need thergpd, @ a |tfo€9‘st bVée tlfé@é&ﬂén Akt i€ UTRRH 7S 0b mufu%”kﬂeﬁcdonr%r 18 frez@tion
phar maceuthigab iy waiksLak A0k @afidtld mbdher 81 the FeRlitidgMPedititd) RS Mol JRGIE e residue

i 11 ustratidb@inbd1By bvagétitioh @Nthb REivénDis|reuntslizeXRAMDEFopAT ARcoR W -tbhBhydkrxATigtye 1
a) 1- benzyihdazoidy thuoabtawmt igdmpoundaEah.p. 4@5--g6+lcnt o a suspensi on of 2 g of
lithiumalum niumhydride in 50 m of diethyl ether is dropped, under
stirring, bEtelait-benzylesthyddxyhethyldddatdiecwitbtglygdlicesid.er of t he

1- benzyl - 3-i ndazol e-carboxylic acid (Von Auwers Schaich, Chem Ber., 54,
1756, (2921)34 pnf Sdiumihydride {G9Pesusrensiontie oil) ate\pddedftaiz saiption/gfakh the lpmountiefi ttkenryl-3-s
over, t he h@igemety-indazole qbisined a3 gasripes @bavein JOMplelabisirofusn o tegeActertTixtne
reaction ri§ haaipd & relluxyadex a gtrasm: of aningrt gas Anittpgern: Asolvfienyof ﬁﬁé of H@m?aégtlﬁlaﬁ‘f’ ﬂg40
preci pi t at% tqtahydiofuran, ig dhegradded,and ithasrepction ﬂ\]‘é"’alﬁ refiyprdsfo "Ug‘teé\/ﬁ'e oofinde theof
t he sol ve ?ac'fug rFlélHI'P g g{rﬁq qftﬂ'}qf lft? resultm roduct is recrystallized

1- benzyP- 29 Bf%S @ﬂi 72 ﬁ'g‘g Vil éfgaf tre B ISR o e e
[err] b) BPHEPUSHH R0z 1 -hyar xyrret yl-indazole with glycolic acid. 20
2.4 g of %)(g,hHérbhydrl de (60% suspension in oil) are added to a solution of
all the amount of 1-benzyl-3- hydroxynethyl -i ndazol e obtai ned as descri bed
above, N of Qpsizyi@fcnboRhbRividaRieUr an and the reaction mixture is heated to
reflux under a streamof an inert gas (nitrogen). A solution of 3.5 g of
bronmaceti ¢ Redishion br 40y i 1-tbhzyi-ShydRd}yHGRi-nbBle iFepaldt s akdadd ANstarhihe 14) @RLdrl ON
m Xt ure i s10fdfthioag chioride H01001n 6t RRiencA$ fofkixed PP hdlgs. Thb BElidT&RVE WHIEh i obthitbdDyi S
wor ked outevapdrafionSdf dtiaCkalveht iaddnGsting Bictnae | 1ebehdyRSichlofdnibthykifdakdle (T@mpsund Ucw + 1)
recr ystal lana eschs@bin filveCioiowing jstep (o without flitter pritieation0A sample recrystallized from hexane melts

1- benzyl - 3t 88reoxynet hyl - i ndazol e vm' th glycolic acid is thus obtained

(Conmpound I, R=R =R = H), . [err] Exanple 2 30 a)

1- benzyl - 33) Etherot bﬁ@tzwsﬁrhyﬂrwa@tbv'endﬁzwlﬂlt'qcmcwfanq ¢thy] egjpr thereof

1- penzyl - g/drox ynmet hyl -i ndazol e (prepared as disclosed in exanple la) and
of ~Y1. 9%g 19 Y ‘F'”'EH!V@ﬂde@’? ﬁusrwomm g at'Q)F‘?j’é'Fn@m'%“Wfséf"l' @Rawt 69 grinutes to a

hour s. The s8'&5‘|'°I"cf’fr'° "Wﬁ “?"éet f'déF‘ﬂ d’r ’e% 29 ég Hhad Apoyss a'i'dn%f §3o$ \?Eﬁ‘f‘yll S

lfor| |t n
consi st I’l )
35 and i ‘:'ge osf°’ o °h% w[tgﬂ nggr?"&ﬁ R {BFL 6')'%? B4 F’EP‘ "g"l“ﬂ] itk é‘%?t‘i" "H“‘F‘J
sanpl e ecryﬁ\ Jeji ﬁ& o?ﬁ\gts e‘?ihs L‘,&{sﬁi‘ crEc; rbﬁiyh er Co| oun |,R =
1-benzyl'- 3y 'ﬁy rc%}’ H?rq vl M I@ﬁUn of 56t Y11 fng D gof
40 2. ?\lagHOAﬂé% ,{ér?oj”lbbgfﬁ ﬁ c@tﬁé’ﬁlmlslk %Vapb@te@'th re?rraﬁlneq us solution is
porti onwi SBidiidk é\@%tres@ﬂnd’%omns‘?&:r}sﬁlhfbd?l@ Wt rhifGre Of hexirld@Rd ethy! acetate. The ether of 1-
1- benzy!| - JorAplaHyaisRintbiHyFihddeels RhtClactie 610 3 Mtk Gbtairde $Compbad |ai)cwa =k of chd 9
of ethyd |mgtiaé-e128nc.100 M of di met hyl f or mam de under reflux. WWen the
addi tion is mémstvely MeaH i€ addeb @Nrobin XdmpefitureSand when the addition is over the reaction mixture is
heated to 40-50°C.
Operating as described in example 2(b), but using methyl 2-hydroxy-butyrate, methyl 2-ethyl-2-
hydroxy-butyrate and methyl 2-hydroxy-caproate instead of ethy! lactate, the compounds of formula I
s5 wherein R, R and R have the meanings indicated herein below can be prepared
R=H;R = CHs ;R = CHa (ester) and H (acid),
R=CHs ;R = 02H5 R" = CHs (ester) and H (acid),
R=H;R = CHs; R" = CHs {ester) and H (acid).
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refluxed fbr further 30 minutes, then the reaction nmixture is cool ed and
diluted with water; the oil \/\hlclgps(gmrﬁgﬁ is extracted with ethyl acetate
45 The resi due obtai ned by evaporatlon of the solvent is consisting of
crude ethyl ester (Conpound I, R=H R [err] and is dissolved in a

sol uti onBemplB80 g of al cohol_/water 1:1 cont aining 3.4 g of NaOH After
boiling for four hours nost of the al cohol is evaporated, the renaining
aqueous FEtbargt 1-anzyl-g-hydroambthdndagels with @-hydseyi2tmethyl-grenigni¢ acid recrystal | i zed .
froma mxture of hexane and ethyl acetate. The ether of 1-

benzyl5- 3-hy ‘1‘359 Wed f'ﬁﬂ‘a&"B‘f‘@d\Wt’ H "'P%{E‘tsl se"ead. &9 pfdNaPH W Qﬁﬁ%ﬁt%éan 2tﬁf‘rﬁ)ound
I, F? h t(E d‘?ﬁF’tbé‘i’ FEYP /P \BU oly room
tenperat Haqd (eéﬂEﬁ"PF(S?‘F °‘f‘ﬁ'§r° '% °|dd‘r‘f to

[err]

|étare| w fs aC|d|f|
2-hy dr OX resu ue |s vgj;:jr ?M/crwguri o?ﬂ /et I 3%? %ﬁde] 1%\ 3{1% dr?xymethyl-

q

2- hyd ox;lé c&q orrpolmds of St fu™a™ 55
wherein R have t he meanl ngs | nd| cated herein bel ow can be
prepar edg,Bmp elz,j R =[err] R =[err] (ester) and H (acid), R = [err]
(ester) and H (acid), R =H, [err] (ester) and H (acid). 5 EP 0 382 276
Bl EXayTpEtRer 3t Fbdneyi-3Bidrdxyheiiyisridazdielwid bBytoip otiyyrgrotitaeatie W t h
2- hydr oxy-2-nmet hyl -propionic acid 5 Into a round-bottonmed fl ask,
provi ded wAtsalution\df @il @8 shigbdfor @i ,of &,8 9nl @f Bibthilatlyl keldde ¢ atiechdredwisadn abudt 30 38 ¢
of 1- benmipltesSiolaysdspensjamei 59 g-of nbmzy-Baydrpympihy-idazal, plemediab debcdtipd uisave,af €2
s uccessi wef NaOHcde df. 35ImiGf getbf! sthinll ketoud. When the edditioe s ozt dbelregatisrombrivreris beated to

act prorfpiexrdfter Hominiieg, thegesctipniwixire i coejed, waler inedded anshtheaqyegue iphdsaistsepardecer i s
a ad, t¥e aeidified: Thnresyiting (9 ds oxiyacigsiswith liefivt eihestang the gelanhiscevenetited He givg areoilis
sol ut i onthatshardensypnd & erystplieed; fam herana/athy} gestajas 41 he slhar pf bh?"ay'ﬁh)(‘!’%@'efb!"
hexane/ €P¥agele ¥ine-hy "!Lz'f"hy"ﬂ‘@mé‘t‘ Reid 'sdf‘“sl°b¥5‘t§'ﬁ‘i§ﬁ°'“3°‘+'f9dr"oxﬁ%t |f"|y=l‘ Colp R

|ndazole r scé}é ne hI ro |0£|| |d i S hus a|ne :g grR_und
i benzy|f;§*£ %@éﬁ f;?cfa %@55 édﬁ%'g@ s By 1“f¥$|< 6‘%’5“”8““38 o A

solution o rmand. lowtc?"n‘qe P ketone is
added dropwi s nutes to a suspen5| on of 5.9 g of
1- ben;ayl -BRhg%,,Qnyg%%yﬁ" Lndazol e, prepared as descri bed above, of 12 g of
NaOH and oR 3%, r &f cyiBHIW et hyl ketone. When the addition is over, the
reacti on npxt @ngmsdguﬂ,atnéd: tjo 20 reflux. After 60 mnutes, the reaction
m xture i sRcoclidy MR i=sHadded and the aqueous phase is separated and
aci dified. RThememWH CHAR Gi H is extracted with diethyl ether and the
sol vest |sRe=e/&§idzrmt=edsl-hongr=ue an oil that hardens and is crystallized from
hexane/ et h{il = ScibtRit=eCiHs R ZtHe ether of 1-benzyl-3-hydroxymethyl- indazole
with 2- hydﬁoﬁfo‘smaé‘thﬁsHprﬁ)pﬁ bnic acid is thus obtained (Conpound I, R =
[err] R [err] R =H, mp. [err] 25 Operating as described in

npl e @‘am%ﬁ usi ng 2- and 3-pentanone, 2- and 3-hexanone, 2-, 3- and 4-
h&){aﬂ’one 3 oct anone, 5 nonanone and 6-undecanone, instead of nethyl ethyl
ket one, Qﬁ?&gﬁﬁﬂ’é RRURds of theypKgsent jnventiogzcanbe evaliater b Mpans ht8riPhgs
i ndi cat eFﬁa“h@?‘ BW'@HW°'IS’€“?)°1"E‘B&?S@G'“f@r‘?ﬁ“s‘i{xarrpl e 5 40 The anal gesic
activity, Qlﬁ%#’%},ee conpounds of the present invention can be eval uated by
means of 1

The analgesic activity is tested according the method of Woolfe and MacDonald (J. Pharmacol. Exp.
Ther. 80, 300, 1944) Eddy et al. (J. Pharmacol. Exp. Ther. 98, 121, 1950) Janssen and Jagenean (J, Pharm.
Pharmacol. 9, 381, 1957), modified.

1. "Hot plate" equipment cat. No. 7250 by the firm Ugo Basile (Cornerio - Varese - ltaly)

50 An aluminium plate is electrically heated through an element providing heat to the whole test surface. A
temperature regulator senses the plate temperature and controls the voltage feeding in order to minimize
overheating. A potentiometer enables to set a predetermined temperature within the range 45° to 62°C
(£ 0,2°C).

2. Inducing discomfort

55 A single mouse is put on the plate heated to §5 + 0.2°C. In order to keep the animal on the "test area”,
a transparent perspex cylinder is used having a diameter of 19 cm and 13 cm high. The animal shows its
discomfort by one of the following responses (Eddy et al., J. Pharmacol. Exp. Ther. 98, 121, 1950:

- kicking with its hind legs (S),



plate'test’ and the phenyl quinone streching assay'in the nouse. A. Hot

pl ate 45 The anal gesic activity i g @sérsreasrording the nmethod of Wol fe
and MacDonal d (J. Pharmacol. Exp. Ther. 80, 300, 1944) Eddy et al. (J.
Pharmacol . Exp. Ther. 98,121, 1950) Janssen and Jagenean (J, Pharm

Phar macol . 9,- 88tting #9&d)the nawidhitibn elinder(D)." Hot pl at e" equi pnment cat. No. 7250
by the firm UgbirmBmsnd éckin@is hied pays {L)Varese - Italy) so An al um ni um pl ate
i s el ectri call yftitgeeteefiity hindonayh ansrkeeringrieginse 5y its\odlt ¥y thirclatter fegction is ugpally ehovest
surface. A t enpyBerdbeaiop ¢toblhe dug Ba@nipghel. p| at e t enperature and control s
t he Vol § age fe&t’ﬂp ga'i‘%"ydtg 9°tf”5°Hhﬁf‘ﬁ"Etl9“6¥)'é‘i’%é’éttl ng A potentlorreter

enabl es to mper a ure vmt
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{ranspag ent gl ind Xaﬂs" 1 rn&e : t;;E{e t.éam.rﬁ@iﬁl@.sm
hi gh e adk Q‘A@xé sp hdﬁﬁ hQ réad eQﬂﬁ thQ syrE Q\WJ)'LBrrés‘aérmefqetﬁe

( Eddy et al partlc ar 720 BAGN aret;as Rse (568 Bbint 270 ki cking w t

hind | egs (4£eadhg timesP 0382276 Bl - danC| ng ar ound the restriction cylinder

(D), - turningpadisiréadingd: & redding® bré Gnad@us20(dadi 110 miruteb,l rbspBCtOENE beforel theStrdatnitst.
paws ansl keepi mge mbanCdf %8s twd réddmgHRANE (NYmal Rédction| Thd "elankRA Gt JagdnednS J.LFR. | Y
shown when t he Peawdb@BE D, 881efdbpct of the drug is waning off. 5 - junping and
trying to get- ®edding aftehthe tresment:ate roatie @t/10-20656440-60150-903120 M@a®S Afdn thb ire@meneasur e
The reacti on -t Ertentiobtherradiog #ak: ty meEgisns extdnt effthe dbsavatior tintecatiowd et be mpredhah BOrer
whi ch counts 0 sdosdsdo awadraeviesiersio theanimil res. iAierspid time. dnlakisgnce ofyespahsestog anirhel
T ner 28 st art &demeved frem therpiate anil theuprictidn timiés raraiadas 2 3Quthe guraksr Sthig ugpddn e and
t opped Whe faledsors(fddygand seimbash.onBhaps. B dherbt7e388d8eR-i bed reactions. 10
I medi at el yS-EPH¥P reSPRISESesponse, the animal s rermved f rom t he | at e and
the tinme ine r f?fﬁs@‘g%?'b diP ﬂ'"$ X cpRuting, FPse dag f‘t"ﬂ Wenseeniande
with the sy‘f?ﬂ?ﬂea’(' . E“”’W“'J é %g %f&?’ﬁ%’st%" H°?JU1°é{‘t"° g{gg? 3)6"
obser véd r etﬁg)eg'ﬁﬁ °f§féf§° %‘1 ‘hr ot iRd "Rgeon H a§ Mg dlorpoeatyy

readi ngs ar fg Jut es, respectlvel y, before the treat ment .
Fe ch

15 &%E‘ d By 91“1 ThilE T
(Janssen e 9&%9@% perI} j% ﬁ\E| f_?fact ordﬁéocutgéiu baﬂon ad|4ngs a]h? er

the trgatment: are nade at -20- - -90-120 mnutes after the

t r eat ment g. phelwf G@dne Sifetdnlrg ass8di Ng t| ne: the maxi mun extent of the

observation tine should not be nore than 30 seconds to avoid any lesion to

the ani mal- prhwgest id\bbre¥meitih thetmol®s actdidingdBaleaRetiivl of HEHAEBGHEand FbveaitA {J. PRdrmadol.

I S 1 enpveéxd. mum i2he3pligdoy nedidled he reaction tine is reported as ">30"; the

nunber 380 s Algogehid agenthE08%al2e mb/a% mb phenfdduinona (2ebhire- hibbankgquidonePhuapandedt parn

Ther . 107, 388 adoGidy to Bux, Bodh andRalemddxznaim.dorsthi2 184k 878t er represents an
"End Poi nt "~ fEyperiqentpariung arjdenheiylaginehe) admisistratinss xpedmérd! Igtpues ¢f Famises @0-3@ alere

Jagenean J. Perapdrivheein ephcpimal § maged with gigry acic(spturstg salgtion|in; alechal i Allaniendlstad be

pasitive whe g @oupEIR-Saign i avith phenyjguinoge 610 Mikg & oagh animal hryingr bppiweight highea st

i n~3 rdadi ngdhan 28 9r3ach 029 mhtorspqheanimal havipg araady yyeiohidpwer Ham 2} @ hquepgiin & HeNSpRiI|

reaction ti Jastic cage (23,5x13,7x13,1 cm) and observed by an experimentalist for a period of 20 minutes after
he administration of phenylquinone.
~ Stretching counting and evaluation: the observers register the number of stretchings for each animal
by means of a push-operated counter.
45 The stretchings are classified as follows:
- full = abdomen contraction, periodical trunk torsion, and extension of the hind legs;
- half = abdomen contraction and some trunk torsion.
Every two siretchings the observer register a full one.
- Treatments : the products are administered orally {os) or subcutaneously (sc) at -30 or -20 minutes
50 from the phenyl quinone. Three animals of each group are treated with different products, the fourth
animal is treated with the vehicle.
Effects of the compound of example 3 and reference drugs on the response of the mouse to the phenyi
quinone and hot plate tests are shown in the following table.

55
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100

R and R' may be the same or different and are H or C1-Cs alkyl,
R" is H or an alky! having from 1 to 4 carbon atoms;
and, when R™ is H, the salts thereof with pharmaceutically acceptable bases.

50

3. A process for the preparation of a compound according to claim 1 comprising:

i)
55

A-CHY  (lla)

wherein A has the already mentioned meaning, and

8

1 sc
0Ss

2. A compound of the formula | according to claim 1, wherein R and R' are methyl and R™" is hydrogen.

{a) reacting, according o conventional techniques, a compound of thé formula (lla)

Se

of mce %increase in |atency
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25

Claims
Claims for the following Contracting States : AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, NL, SE

30 1.

35

40

50

A-CH2-0-CRR'-COOR

A compound of the formula (1)

0

wherein A is a 1-benzyl-indazol-3-yl nucleus of the formula’

N

R and R' may be the same or different and are H or C:-Cs alkyl,
R™ is H or an alkyl having from 1 to 4 carbon atoms;
and, when R'™ is H, the salts thereof with pharmaceutically acceptable bases.

3. A process for the preparation of a compound according to claim 1 comprising:

55

i)

(a) reacting, according to conventional techniques, a compound of the formula (lla)

A-CHz-Y

(Ila)

~

wherein A has the already mentioned meaning, anci

8

2. A compound of the formula | according to claim 1, wherein R and R' are methyl and R™' is hydrogen.



25 Clains Gains for the follow ng Contracti ng States: AT, BE, CH D, DK,

FR, GB, IT, LI, LU N, SE 30 1. Agp f the formul
A-CH2-O-CRR -COOR'"  (I) wherein A |s a 1 geB(ralzyI -indazol - ﬁm"” IIU"J”IIIIJH“I
the fornula 35 N 40 45 R and R nmay be the sane or differeht @nd afe B ot
[err] alkyl, R'visayds®@r an al kyl having from1 to 4 carbon atons; and,
when R'' is H (v as akdligndid o eesaftablel detivaiifeaitanant o \give emblitopolate obthe imdula (Bdses. 50
2. A conpound of the formula | according to claim1, wherein Rand R are
nmet byl and R'' iACHy@Wegetib) 3. A process for the preparation of a conpound
accordinmg to claim1 conprising: i) (a) reacting, according to conventional
techni ques, a corhgtinrfihastherafieady pentioned meanipg, agh, A CHZ Y (Ila) wherein A
has the al ready Melienspeef #ellal mgel and 8 EP 0 382 276 Bl Y is hydroxy,
w:c t hhan al kal i rA8g en gacting heicpmpaupd PRayith 2 compaund Pfé'?eefB'f““PcS"' i ve an al cohol ate
of the formula (J , 12- | I b) wherein A has the already nentioned
gﬁéﬁ%ﬁ? Wan & kal :

meani ng/® and Me X an al kali netal, and then reacting the

compound |1b wt q:yﬂg, Q‘L g‘% fQk [gHédame(aLL a) 10 X- CRR - COOR"
(I11a) wherein @Ziheﬁ e B ooty e Eﬁ%h: A end od BBl 834 N0
group selected f %tpe,,pgmwlg,lml al ogens and the radicals of
thefor Ia[err" dky! or alkyl, and [err] alkyl to give an
et her t he fortmgivaa,(éi

tﬁe)ro{tﬁéfo]m@lal) vvhereln A, R R and R' have
t he al ready ment i oned .meani ngs ) reacting, according to conventi onal

t echni ques, a cospauodratcodr f qepul a (1 1c) A-CH2-X (llc) 25

wherein A and X have the already nentioned neanings, wth an al cohol ate of
the foreula (11 |iHerdvXORORRING BDBIRG the alrbddy hipntigheskradaning®; 'R | R' and Me have

t he~al ready nenth)oseetind. aveadingig sonveional techniquest @cqgnpo@da)hthetqmlﬂa de) formul a | a;
or c) reacting, according to conventional techniques, a conpound of fornula
lla with a keton&CHn¥ cKicbrof ormin the presence of an al kali ne hydroxi de

according to the foll ow ng reaction schene .
25 wherein A and X have the already mentioned meanings, with an alcoholate of the formula (llib)

MeO-CRR'-COOR"  (llib)

wherein R, R', R" and Me have the already mentioneed meanings,

30 to give an ether of formula la; or
c) reacting, according to conventional techniques, a compound of formula lla with a ketone and
chloroform in the presence of an alkaline hydroxide according to the following reaction scheme

~CH_- -CO-R' ~CH_-0-CRR ' ~COOH
o A=CH,=Y + CHCLy + R=CO-R' ——> A-CH,=0~C

(IIa) (1

! wherein A and Y have the already mentioned meanings, and R and R' may be the same or
4 different and are a C1-Cs alkyl,
i) hydrolizing, when desired, the ester la to give the corresponding acid of formula | according to
conventional techniques, and
iiiy preparing, when desired, (a) a salt of said acid of formula | with a pharmaceutically acceptable
base or (b) an ester of said acid of formula 1 with a saturated aliphatic alcohol having from 1 to 4
45 carbon atoms, according to conventional techniques.

4. A process according to claim 3, wherein steps i)}(a) and i)(b) are carried out in the presence of a
suitable solvent, at a temperature of from room temperature to the boiling temperature of the reaction
mixture for 15 minutes to 48 hours.

50
6. A process according to claim 4, wherein the solvent is aprotic in nature.

6. A process according to claim 4, wherein the solvent is selected from tetrahydrofuran, dimethylfor-
mamide, toluene, and their mixtures.
55
7. A process according to anyone of claims from 3 to 6, wherein the alcoholates llb and llIb are prepared
with sodium metal, potassium metal or sodium hydrids, in the presence of a suitable solvent at a
temperature of from room temperature to the boiling temperature of the reaction mixture for 15 minutes



[err] ‘wherein A and Y have the al ready nentioned neani n and R and R may
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formula | according to conventional techniques, and iii) pr epar| nd
desired, (ay4dhm®mwt of said acid of fornula | with a pharmaceutlcally
accept abI e base or (b) an ester of said acid of formula | with a saturated
al i phat i & o pregest adserdingilg ofaimyfnwherpi the sgigent s aproticds paiisey at onrs, accordi ng to
conyentional techniques. 4. A _process accordin %to claim3, wher Pﬁftep
i)(3Y an& ;2’ °s§ra§°°6d&?9rﬁ°e‘ﬂf‘ t Wheteip e sovent ds, setectpd fé?"‘sl?f’?"éﬁff’é!’ag'o at a
t enper at ur F’B‘ﬁ'i'ei'ﬁ'ﬁirwet"éﬂ’ﬁﬂ'?sature to the boi ling tenperature of the
(r;|e2.0trr: Zn é.t UL e S ga ordln Ito an%%g %f Elgmé%om%{? Qn wtﬁgrelﬁx Acﬁl&%%?%érg@g%gg%g? fng
to clg vv%gre'l g'feh sol é)n(%yl S se1hgct ed fromtetrahydrofuran,

di met hyl fI‘P r% phBREs Aeo Jﬂ%l &M 3N 8bg ?§tddfr|€§ out5§ te boﬁn?ﬁ&%%r@%{ﬁé di ng

to anyone Qhactid ,ﬁh,gﬁrefgrgmuggmﬁ,ghMyel n the alcoholates ITb and Il b are
prepared with sodium netal, potassiumnetal or sodiumhydride, in the

presence12fa grosdss béaldmg sahrwerm of @lainds floRNPRI13] WieRsirOstey if) (N2aiR0 BUL VBT fakAlids € T O
the bak! i NCagLNP SF alcbHole 8fuebulCsoluBdhCiti © Formpbratutsr & ffoar rodid teinpaiit@s t@ the bdifiRg O
382 276 Bl tbrapefduré oitiliesreadiion rixtoredara s 4&lonsr di ng to claim 7, wherein the
solvent is aprotic in nature. 5 9. A process according to claim?7, wherein
t he sol vdsitA pearmashbeaiceledmpesition cenprisihg dr effagtiveramodit b arppinpeynd agngrdinddo cleigl tiene,
and their ntpether with.a pharmageuficaticecseptablociiRntiy t o anyone of claims from3 to
9, whePein X is chlorine, bronmine or [err] wherein Z is p-methyl-phenyl,
ph‘&P(yI ait ‘H’et"‘hmed'atie°"lpfun°l@fﬁ}°d?!@§'§ Miccording to claim3 wherein step i)(c)
is carried out at the boiling tenperature of the reaction mxture for 30
mnutes to T‘ZH’r}Wuré") 12 A process accordl ng to anyone of clains from3 to

11, wh t I
o1 SR M e B .
boiling tenp &V"%Hg on m ours ? 'i

phar maceut i ca 03| t| 0 corrprl sing an effectl ve am)unt of a conpound

accor di ngs,t O plobdds B the RGGEIYAof MM ihBrRJIRE BbMBbGRIST idrlih M actofaRp tddiR 18 4Rdrbth €Nt .
20 14.3An 'W[J@rdm@ha?écﬁnfe@rm%f‘%e F&lﬂd foP ormibia 1t (Whbrbin AW GEBydv¥xy, i€ Iptepard® by
wherein A IrSdL@|né.aer6f|thelf6}Q,aﬂQV)-3 yl nucleus, and Wis OH Ow (where Me is
an alkali nmetal atom or a leaving group selected fromthe group conprising
chlorine, baooone gwd [err] wherein Z is nethyl, phenyl or p-nmethyl-phenyl.
15. A process for the preparation of an internediate conpound of fornmula 11
accor asng twherinad sl the\ehveadg imrenB0ed meariNgi or Hplipiticy estert therpof,cwithi anredueing agerd

cormpound of sefectedrirbra, liumaklemipiim hydride, wumdx?y@-meﬁwgyr@pay)@@ m Bygvidg (78%ain
aci d of t hetolfreneher|calcigmgtra- (isopropoxy)-alanate (70% in toluene) in the presence of a suitable solvent, at
a temperature of from 0°C to the boiling temperature of the reaction mixture for 30 minutes to 12

hours.
\_/ %
16. A process according to claim 15, wherein the solvent is selected from the group comprising diethyl
ether, tetrahydrofuran, toluene and their mixtures.
Claims for the following Contracting States : ES, GR
1. A process for the preparation of a compound of the formula (l)

A-CH2-O-CRR'-COOR™ ()

60 wherein A is a 1-benzyl-indazol-3-yl nucleus of the formula

55
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A-COCH (1V) 35 wherein A has the already nenti oned-meaning, —or

al i phatic ester thereof, with a r &purssae7a®@nt sel ected f

al um ni um hydri de, sodi um bi s-(2-methoxy-ethoxy) alumniu m“!m"m“k““;l”m
toluene) or calciumtetra-(isopropoxy)-alanate (70%in tol uene

presence of a suitable solvent, at a tenperature of fromJ[err] to the
boiling tenperature of the reactio e . for 30 mnutes to 12 hours. 40
. [ ifm the solvent is selected from
thUr oup corrprl sing diethyl ether #dr of uran, tol uene and their
mxtur@s Clainms for the follow ng Contratl States: ES, GR 45 1. A
process for the preparation.of a conpound formula (1)
A-CH2-O CRR -COOR'" (1) 50 wherein Ais benzyl -i ndazol - 3-yl

nucl eus of the fornmula 55 10 10 R and R y_be the same or different
and arg,H or [err] alkyl, R'" is Hor an alkyl having from1l to 4 carbon
atoms; and, wdHaIR Ray bé e imeldBieratt bsd &bl BIoRf.ciI) Phar maceut i cal Iy

accept abl e trRrsie $1,or b AkyPRNME F6M & WP Eartson RBms;15 i) (a) reacting,

accor di ng t @nd, WASERT istH) e shitaudofMBiSpharmaciigamdttptibletblsds,f ormul a (1| a)
A-CH2-Y  (|theagrocB&s comprising: wherein A has the already nentioned neani ng,
and Y s hydroxy, with an alkali nmetal or a suitable derivative thereof to
gi ve an al cohol @}reactifg. edeerding famghentiohdl itechriiques, o cOBpouirbef dherformuladia) t he al r eady
ment i oned neani n%, and Me is an atomof an alkali netal, and then reacting
the conpound |14 bln"(h datonpound of the formula (Il1la) 30

X- CRR - COOR" (I I wherein R and have the al ready nentioned meanings,
is a® eaving: Eaélt'&ﬁ"é?ﬂ’yf“reﬂ‘f?f’?ddéeag'f'%@bd corrprl si ng the hal ogens and

t radi cal s of R' is

Lerr] alkyl to Vg} aa@ f&%*ﬂ@?;mta*%%éﬂwraamhév oot 0P 1 Bt e formula OB g

A R R and R A ? rtaJJ[ready ment i oned neani ngs; or b) reacting,

according to conve‘°n Ion echni ques, a conpound of the formula (Ilc) [err]

45 menti oned neani ngs, with an

al cohol ate of t,hgz,s agﬁhgﬁ@.%ar( Jag)\f,%&ﬁﬁongd ﬁé&ﬁ% (I'1'1b)

and then reacting the compound llb with a compound of the formula (llia)
30 X-CRR'-COCR"  ({llia)

wherein R and R' have the already mentioned meanings,
X is a leaving group selected from the group comprising the halogens and the radicals of the
formula Z-S02-O-wherein Z is aryl or alkyl, and
35 R" is C1-Cs alkyl
to give an ether of the formula (la)

A-CH2-O-CRR'-COOR"  (la)

WSoow wherein A, R, R' and R" have the already mentioned meanings; or
b) reacting, according to conventional techniques, a compound of the formula (lic)

A-CHx-X  (lic)

45 wherein A and X have the already mentioned meanings, with an alcoholate of the formula (lilb)
MeO-CRR'-COOR"  (llib)
wherein R, R', R" and Me have the already mentioneed meanings,

50 to give an ether of formula la; or

¢) reacting, according to conventional techniques, a compound of formula lla with a ketone and
chloroform in the presence of an alkaline hydroxide according to the following reaction scheme

A=CH_-Y + CHCL_ + R-CO-R' ~CH_-0-CRR' -
. p7Y * CHCLy + R=CO-R' ——> A-CH,-0~CRR'=COOH

(IIa) (1)

1



wherein R, 'R ,- R' and Me have the already nentioneed neani ng

to give an ether of fornula | a; p ¢382emasi ng, according to ,'HWMMI""‘E‘"””",

techni ques, a conpound of fornula Ila with a ketone and chlor&f of m#

presence of an al kaline hydroxi de according to the followi ng reaction

schene [err] Wwheggin @ 3dX havg tRalwkdyr reéntionad aneeningshandeR fahck Raneye bel yhensamb iooned

meani ngs, and fifdenaR ageGi-Gealthe sane or different and are a [err] al kyl,

i i) hydrol i zithydrafifgn WB@S esiEag; the [gelerdly fgive the P?I"GQWOJ)@"Q md efdwmelsp@mrdng taci d

of formula | ° eipRA ese:?J’}"i'ventlonaI t echni ues i

prepari ng, wi era tg d a) d acidpf fpmyfa ’fv'"\‘ Wm*ageqt'cw @ppepfable

phar maceutlcgﬁuyo c?Bg Q ' zi‘g' "’él'ﬁ ae?f”éﬁtedcff'p'?%ﬁ Yeohelibgvings framy} it a |
CC?I’ ing to cenvm)llon

with a saturare ﬁ'rom1t04carbon at ons,

accor dl ng tlp I%Q si%’.l Egiqn&v%v&? q ; me ou{ mglht Ol‘ (s:eng
wher ei,p st esgﬁbljg nt, 3t tén)p rearff‘ﬁ'orﬁ%d’nfs re)?cb tfiﬁﬂa ?ﬁlﬁa Ql.? tRea r%
sui tabl e qu,,;&grgtfongpmngteggrm% ure o room errpe ature to't
temperature of the reaction m xture for 15 ninutes to 48 hours.

process 8.COprodeBdactdifd Bickin?2, wabtGih HoRolldhEis SH1btEaR hatdrs aprotic in nat Ur e. 15
4. A process according to claim2, wherein the solvent is selected from

t et r ahy da.ofAlIp@tess Gbovedingyto fotsim oTABrl thet IVEIR e selvd floleletranipdrdtlrdh, EfimetfyiforA
process acoumidenyluer®, andytimirenbadresc| ai ns from 1 to 4, wherein the al cohol ates
|I'b and Il b are prepared with sodium netal, potassiumnmetal or sodium
hydri de, 5 ri* Rrpgesproserding to apyong obehimsfwdre 1404, wherbin e alzolRBites Ilb abclittp ap ptopsred Of

f rom r oom tWiiiyFediye detal. tretessiun meial angdv@rméﬂ'dgt inrthe ofesenbe of @ dtable solvank atua e
for 18° mi nitreReraiuie ofdromgeamstemperatine i e bajling dempsielirery] thegeastianimixt@e foniifemiites t he
sokvent is t%lfﬁ'&’f"fsc in nature. 25 7. A process according to claim®6, wherein
the solv nt selected fromt tra?‘%drofuran di met hyl for- mam de, tol uene,

and the| rﬁ@{?‘iﬁ?se?w jng t°ﬁ\a‘iﬂrb(‘9’ e 1R sofyedt iR 4Protls indAiEhe of claims from1 to

pheny® afd ﬁ}ﬁigzi%@‘ Wob Bl o ol el 4P, Srdtiiund, bl | o)
I's carried out at t nb |ng enperature of the reaction mxture for 30

M nut es §0 Algroddd kétordihg to AnyRhd6edaim&E r1%"79 EQTlﬁ&ygg@orﬂE Sibrithd By 268ITH1 tO
9, wher ei N whbBiA Zid p-mothyIGREy], Btbnf dhd Wbthy. aqueous of
al cohgd i ¢ aqueous sol ution at a tenperat ure of fromroomtenperature to the

boi |'i ng $.empproédssl beofingth lalne AGHhbrRR SMBpXiNE) i€ chifiéd dutla tiﬁ&oh@dﬂeﬁrper&%re 09‘ the
process f otreactva nbt@e F ad midGteDH 12Roursdt er medi at e conpound of formula (11) 40
A- CH2- OH (I'1) wherein Ais a 1-benzyl-indazol-3-yl nucleus,

char act etd. Aeptodess adaertiing kecangariechf ckintsHiemf Dtora, iwheréih sep Ay I€CEkB dadf/):vitmsn el N A
has t e al reuedys eresicdhdicerfiuenvasplptipn abra tempedtirp lvhtfrom rest dempshalres & the ibBiling
treated w temnpgrajugeyi diemepclipgaritture for & tot48chodre.om | i t hi um al umi ni um hydri de,

sodi um bi s- (2- met hoxy- et hoxy) al um ni um hydride (70%in toluene) or calcium
t et r a- (i SoprRoy58seyor-the rippatation of evinterinedigle sernaoung of farmela ) esence of a suitabl e
sol vent, at at erature of from[err] to the boiling tenperature of the
re T"’on ' Ogmo(f' 30 mnutes to 12 50 hour s.

wherein A is a 1-benzyl-indazol-3-yl nucleus, characterized in that the acid of the formula (IV)

A-COOH (V)

45 .
wherein A has the already mentioned meaning, or an aliphatic ester thereof, is treated with a reducing
agent selected from lithium aluminium hydride, sodium bis-(2-methoxy-sthoxy) aluminium hydride (70%
in toluene) or calcium tetra-(isopropoxy)-alanate (70% in toluene) in the presence of a suitable solvent,

at a temperature of from 0°C to the boiling temperature of the reaction mixture for 30 minutes to 12
50 hours.

12. A process according to claim 11, wherein the solvent is selected from the group comprising diethyl
ether, tetrahydrofuran, toluene and their mixtures.

55
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12. A process according to claim 11, wherein the solvent.i I amE -
the group conprising diethyl. ethergpb@ssaryd{ofuran, tol ue]mm“mumllmmllm

m xtures. 55 12 EP 0 382 276 Bl Patentanspril che PatentansgrUthe®*f Uk *
fol gende Vertragsstaaten AT, BE, CH DE, DK FR GB, IT, Li, LU N, SE 1.
Ver bi ndun@ateetanggriighenei nen Fornel (1) A-CH2-O-CRR -COOR'' (I) worin A fUr
ei nen 1- BdPateptansptiichs fuGtolgendecYartrapsstagton nAT, BEQCH,-PEY DK, FR, GBIBH, LUNL, SE

R und R glaich oder verschieden sind und fUr H oder einen Cl -Cs

- Al Kyl r estl. sYesbiedyng geraligemeing fogreal (XK Ur  ei nen Al kyirest mit 1 bis 4
KohTénst of f at gmen st aht; und wenn R'' fUr H steht, die Salze davon mt

phar mazeut i sEFHyQGRREPPRNen®Basen. 25 2. Verbindung der Formel (1) genalB
Anspruch 1, worin R und R faor thyl stehen und R'' fU Wasserstoff steht.
3. Verfahren""%’lﬂrAf%‘?"?f‘gﬁeﬂﬁ‘fb"dg?l;%}'mé@r‘%f'ﬁ%m%g genaB Anspruch 1, wobei nan
i) 30 1 (a) mt Hlfe herkomm icher Techni ken eine Verbi ndung der

For nel (’Ila) A-CH2-Y (Ila) worin Asdie bereits erw hnten Badeutungen
besitzt und 35 Y ei ne Hyd

Al kal i mretal | oder ei nem geei gnet en e

uppd| bedeutet, mt einem
Formel (Jib) A-CH2-Owve  (Ilb) j) .40

at _ddwvon zu- ei nem Al kohol at der
msetzt, worin A die

ber ei t s;ser wahnt en Bedeut ungen besitzt und ¢ Al kal i et al | at om bedeut et
und anschliel 3end die Verbindung Ilb mt einé bi ndung der Fornel (ilia)
X- CRR - COOR" (rrra) 45 unset zt, worn=R und R die bereits
erwahnt en Bedautungen bsitzen, X fir eine Abgangsgruppe staht, ausgewAhlt
unter Hal ogenatonen und Resten der Fornel Z- S02-0-, worin Z fU Aryl oder

Al kyl sweht,steid R' fU einen G -Cs-Al k¥ll_res'g steht, 50 wobei man

ei\ngn Et her Bend Rogieigh|oder vanschieden gindynghffiH.odengieen Ci-Cy-Blkvirgstigiehen, worin A, R,

R und R di B"isHeadexfliainga ilkylent mibteis ¢ feplastofainnen 8l odar 55 (b)

mt Hlfe hetnederr RCH%MH siebd digiSelen savph @it ORrpazaiseyedraslicken Ba88™ (11¢c) A cH2- X

I(ll | IC? 1235 2, frbi(r?du:rglé3 2(:Ier2 Zgrml'z’l {) gem#dB Anspruch 1, worin R und R’ #ﬁ!’ ‘H‘eilh]yllg'tel%lnl lelel'l]ftJrl
Wasserstoff steht. : .

3. Verfahren zur Herstellung einer Verbindung gem&B Anspruch 1, wobei man
i)

] (a) mit Hilfe herkémmlicher Techniken eine Verbindung der Formel (lla)
A-CHz:-Y  (lla)
worin A die bereits erwihnten Bedeutungen besitzt und

35 Y sine Hydroxygruppe bedeutet, _
mit einem Alkalimetall oder einem geeigneten Derivat davon zu einem Alkoholat der Formel (lib)

A-CHz2-OMe  (lb)

W @ umsetzt, worin A die bereits erwdhnten Bedeutungen besitzt und Me ein Alkalimetallatom
bedeutet, und anschlieBend die Verbindung llb mit einer Verbindung der Formel (llla)

X-CRR'-COOR"  (llla)
45 umsetzt, worin
R und R' die bereits erwdhnten Bedsutungen bsitzen,
X flir eine Abgangsgruppe steht, ausgewihlt unter Halogenatomen und Resten der Formel Z-
S0,-0-, worin Z flir Aryl oder Alkyl steht, und

R" flir einen C1-Cs-Alkylrest steht,
50 wobei man einen Ether der Formel (la)

A-CH2-O-CRR'-COOR"  (la)

erhdli, worin A, R, R' und R" die bereits erwdhnten Bedeutungen besitzen; oder
55 (b) mit Hilfe herkdmmlicher Techniken eine Verbindung der Formel (lic)

ACHz-X  (lic)
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worin"A und X die bereits erwahnten Bedeutungen besitzen,
Al kohol at der Formel (111b) MO @pRp3dddger (!11b) worin Hﬁ]““l“‘ﬁ%“lulumwll
die bereits erw hnten Bedeutungen besitzen, unsetzt, wobei ran ‘ei hen" Ether
der Fornel (la) erhalt; oder (c) mt Hilfe herkémmlicher Techni ken ei ne
Ver bi ndung derwrainllgenceknwmd?éﬁs'mwéh(nﬂsm Bpdantuhgee i brsitzeréfitosinerm AlkdBalkatnded fRomrel | N
Gegenwart ei ne@bAl kal i hydr oxi ds genraB f ol gendem Reakti onsschema 10
unmsetzt: A-CH2-Y + CHC13 + RRCO R - A- CH2- 0- CRR - COOH
(1@, MeO-CRR'-COOR"  (llib) (1) t5 worin A und
Y di'e ®ereits erwahnten Bedeut ungen besitzen und R und R gleich oder
verschi e- den ¥R l'}ntf*"é’f‘ﬁ’ly‘ﬁ delbee&s N”WW@?F“B’@%LW@W" I“"“?e 2t, wobei man einen

gew | nscht enf a{ %’d eiF "E‘%g i ent sg nden Iure d O{r’ge Gy m
Hi | f her k6mmi erkémmilicher Igem r el (lla) mit ein m
giaw{ ﬁ§ ﬁ{ enf al %zbﬁoﬁgﬁl i Ga%?" °'P%s gaﬁhyg(;g %epenﬁs) "f’enéﬁgg?'mss"hema . I :

phar rrazeutlsch Ver rI glichen Base oder (b) einen Ester der Saure der Fornel
(I') mt einemgesattigten alijphatischen Al kohol . f fat omen
25 mt Hil %e KGI’FITFHEEM + RefiTRen nerst e*T%HZ"? @g{) nach
Anspruch 3, worin digjufen i) (a) und i) (b) in Gegenwarfr)ei nes

geei gnrgten Losungsnittel's bei einer Tenperatur im Bereich von

Zi mrertenperatur bis zur Siedetenperatur des Reaktionsgem sches innerhalb
von 15 min bi swel8 Aurdur dib gerbitshenbihvien Bedoutuiidn besitréarina i ANgleidh Advs Pérstbia- 4,
wor i n das L6sudepsind uibdédinen [0 @ -Alkgllest tetleuted, Ver f ahren nach Anspruch 4, worin
das Losungs niix dewlinsghiondpdisvdén Ester st zun pritsorechiantiera$ipckr def Goranal, (1) Dritnidilfehyek b owmlichermi d,
Tol uoke und Giedhaikdndwdrdiysitaiund35 7. Ver f ahren nach ei nem der AnsprUche 3 bis
6,\vor i n di elingsugpsshtenialis| i b und |11 b hergestel It wer den mit netallischem
Nat ri um net al @) etPridekEiure.dar Geree! (lavteingrbgimeraytisch we nB#e ogérnes

geei gnet en L6- mkﬂ%‘s‘f‘ﬁ‘ﬁ't"é‘] Saure,gar Fé""}?b(’) “Féﬁ'ﬂ?!'? gesiitiotpralipBatiachem Alkehel mit 1 -

Zi mer t enper at tur des Reaktionsgeni sches in einem
Zei tr &um vonmf %‘W’E"cﬂ%-rﬁg‘"'}” ? Verfahr en nach Anspr uch 7, worin das

Tol uol und

9, wopin X 1O or Bromo er Z ste vvoranfar p- I\/Ethylphenyl
Phenyl OgierVePfﬁlFe‘ﬂ)ﬁEcrﬁﬁn%}ﬁch 4lhorin \iB$ ieﬁ%@:ﬂm&l%ﬁr@t-s@ﬁﬁpr uch 3, worin die Stufe ')
(c) be! der Si edeterrperatur des Reaktionsgem sches so I nnerhal b von 30

mn bis 62 verdhsneB@ehnshitdh 4Vvérit.dad 2osundeimtitalauBwaR G utérTeiang@burdv) Dithdihié- 3
bis 11, womamidStrelfictund Qeniisehédidagdn. al kal i schen wal ri gen oder
al kohed i schwaBri gen Losung bei einer Tenperatur im Bereich von
Zi mrer t ehp&eddhren nachseinenr deébiAssheiicher8 bjsaa; svbrin dicl BigohBlata Hib iuod ity dafgestdiieserdenmait hal b
von 1 h bi snetBis¢neni Napriuge mEtallischem rKeliumbédef Blatridrhhydrivia ineGégenwartcainel/Igpeigristen LG-
unf assend singemiftels, kash piper NEermgeratei ime Bergich inndmmgrieyenewlur Alsszor Siedptempeatiiadesen
mi \t\/ ei nem [Realtionsgemischesch sigem Zeitaymi vohdhmibbisi4gibent en.
40

8. Verfahren nach Anspruch 7, worin das L&sungsmittel aprotisch ist.

9. Verfahren nach Anspruch 7, worin das Losungsmittel ausgew&hlt ist unter Tetrahydrofuran, Dimethylfor-
mamid, Toluol und Gemischen davon.
45
10. Verfahren nach einem der Anspriiche 3 bis 9, worin X flir Chior, Brom oder Z-S02-0- steht, worin Z flir
p-Methyiphenyl, Phenyl oder Methy! steht.

11. Verfahren nach Anspruch 3, worin die Stufe i) (c) bei der Siedstemperatur des Reaktionsgemisches
50 innerhalb von 30 min bis 12 h durchgefiihrt wird.

12. Verfahren nach einem der Anspriiche 3 bis 11, worin Stufe ii) in einer alkalischen wéBrigen oder
alkoholischwéBrigen L&sung bei einer Temperatur im Bereich von Zimmertemperatur bis zur Siedetem-
peratur des Reaktionsgemisches innerhalb von 1 h bis 48 h durchgefihrt wird.

65 '

13. Pharmazeutisches Mittel, umfassend eine wirksame Menge einer Verbindung gem#B Anspruch 1

zusammen mit einem pharmazeutisch vertridglichen Excipienten.
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L N S 14. Zw schonver bi ndung Ggro ggszet (11) A-CH2-W
worin A flr einen 1-Benzylindazol -3-yl -Kem steht und Wfar @“JW&WIM“'
Me ein Alkalinetallatom bedeutet) oder emme Abgangsgr uppe

ausgew | bli4. Awischenverindugghden FormBir(an und Z- SO2-O-, worin Z flr Methyl, Phenyl
oder p-Met hyl phenyl steht. 15. Verfahren zur Herstellung einer

Zwi schenver By¢tteg @r Fornol (11) gemaB Anspruch 14, worin Wfir tO OH
st Qht, dadurch ekennzel chnot, daB di e Verbindung der Fornol (l1), vvor| n W

f a?‘} o oxy tfuIr %Pgé?f'@f"fdﬁz"\'f'\?')"d@ﬂiﬁ“lf' hundWy Jlie 1 G PMe; (meein “@aﬂ'? g"‘ﬂ'
(1V) A- m er ein ’ggmﬂpﬁ?t %‘FQega'&‘r‘Mﬂtﬁ't eprgaeR urd A %’f“tét
oder ei nes g%‘ﬁ'e%erl?s APhel B it ei nem Reduktionsnittel,

ﬁl;tsgle\l’jﬂ hlbltlslwliﬁrenl‘l nerg Iun% @Q’eﬂverbqndun der F m ?1 mﬁB ch1 ) c:ﬂn W flr
Cal ci umt et rhgrg étélpp&(p& ie rgﬂ.{egigl c%}F m‘g ? or('anwart el ng Stont,

geei gneten Losungsmttels, el ner enperatur von 0 * C bis zur
Si edet enper g{-gbogles |\Reakt| onsgem - sches innerhalb von 30 min bis 12 h. 20
i) 16. Verfahren nach Anspruch 15, worin das Losungsm ttel ausgewAhlt

i st unter Divetifmyl dii bupdits erh@hritéhsedbdinden Beditkt, oliét! diteb aliphaliséheNESEH ABvoR aWiDéinem
Pat ent anspr Bebektibrismitiblp |agsgaekihit Viater r iagismalaaibianhydiid, Ndtthdm2Fs-2-meliexyothbtyRalurdinis
Her st el | ung usihpdridl (X0e¥lin MalunfgpdereCalciui-gieaisbprepoxy-akumd (701% - Tdiddh O GdghtwatEmbRY |
(ry . 30 gevigrrelen Ldsuhgsmittslsniean eifler -TBeparatlrivoro@rAblis 8w Gieddiennaeratie desHsaltipnsg@ti-

N KJ40 st ehtscheRinnertialiRvon@0anirchis 8ior ver schi eden sind und flr H odor einen C
-Cs - ARkylrest stehen, R'' far Hodor fU einen Alkylrest mt 1 bis 4

Kok enst of§: Megwhean naehofyisprugfiis, worin gl Ligungsmittel ausgewahi; igtiusiet DietdsthessTeiahyeraiyon
mt phar mazé®ti §%”'§F£Ws&§?md@}‘i’én Basen, wobei man 1) (a) nit Hlfe

hor kdmm i Ver bi F I (I A- CH2-Y I
vvg;i n % Idﬁ%g'btg?sz’fg"{]gl Rﬂﬁ?f{agﬁ %’éﬂ%%?%&%eéﬁs?[g? UE]d ?/) ei ne Hyroxyérug?)e
bedeut ét, Al kal i Derivat d

oo B A AT oS o R 11150 Sor0

worin A di e D&t b bRt Bedeut ungen besitzt und Me ein
Al kal i et al I'at om beléeut et, 3(2d anschliefond die Verbindung lib mt einer

Ver bi ndyng  d@fin K@ty 8Rén 1 bén‘zﬁ}udalgl-&yl Kern der Formel

35 _N

steht,
R und R' gleich oder verschieden sind und flir H oder sinen Cy-Cs-Alkylrest stehen,
R™ flir H oder flr einen Alkylrest mit 1 bis 4 Kohlenstoffatomen steht;
45 und wenn R'" flir H steht, der Salze davon mit pharmazeutisch vertriglichen Basen, wobei man
i)

(a) mit Hilfe herk8mmlicher Techniken eine Verbindung der Formel (lla)

A-CH:-Y  (lla)
50 .
worin A die bereits erwihnten Bedeutungen besitzt und
Y eine Hyroxygruppe bedeutet,
mit einem Alkalimetall oder einem gesigneten Derivat davon zu einem Alkcholat der Formel (llb)

55 A-CHz-OMe  (lib)

umsetzt, worin A die bereits erwdhnten Bedeutungen besitzt und Me ein Alkalimetallatom
bedeutet, und anschlieBend die Verbindung llb mit einer Verbindung der Forme! (lila)
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P

EP 0 382 276 B1311l lililiii!] 111151 * C L M S X-CRR - COOR!

(I'lia) unmsetzt, worin 5 EF0 39327 BYli € bereits er

Bedeut ungen bsitzen, X fOr ei ne Abgangsgruppe steht, ausgewll"lmmlu“I""Il"”"l
Hal ogenat omen und Resten der Fornel Z- S02-0-, worin Z fQf Ayl “oder " Kyl *
steht, und R' flr einen G -Cs-Alkylrest stoht, wobel nman 'ei nen Ether der
Fornel (la) rOXARBHPOCRCRRNACOOR" (la) erhllt, worin AA R R und R' die
berei ts erwahnten Bedeutungen besitzen; odor (b) mt Hlfe horkénmicher
TecQﬁr ken ei neUNRAHiWHlng der  For nel (I ic) 15 A-CH2-X (tic) worin A und X

tZof;
di e Deteits or Mf‘ﬁsi‘:&‘?;?? gy W%%W%ﬁn;, e g oL
die bereits er t’ 2R 9%n unset zt, wobel man ei nen Et her

der For nel (Ia ﬁ'§?’$ " rel( (c) mit Hilfe herkémnicher
Techni ken ei ne er I'n ung er a?f" n)al nen Fornel (lla) mt einem Keton und
Chloroformin qup_wg_cggﬁes (]\A)kal i - hydroxids gemAS fol gendem

Reakt i onsschenma unset zt A-CH2-Y + CHC13 + RRCOR

1 A- CH2- O- CRa:hﬁlmﬂ l( |R| ﬁ)und R" die bereits erwihnien Bedeutungen besitzen; oder

(IMworin A ung)¥itdie hBRSfricherabtrmRar & BRstRUMgHgRAmBIGN) t zen und R und R
gl ei chhsoder verschie- 35 den sind und einen G -C5 - Al kyl rest
bedeuten, ii) g@Muxschtgenfalls den Ester |a zur entsprechenden Slure der

Formel (1) mt H ue herkdmm icher Techni ken hydrolysiert, und iii)

gewOnscht enf al werin( &)unéiXndiGhbreitsdewitBipn rRedeldungdrobasitden, (i} einert Atkolptat der Formel
pharmazeuti schiertrl gli chen Base oder J 40 (b) einen Ester der
Slure #®er Fornel (1) mt einemgesattigten aliphatischen Al kohol mt 1 - 4
Koklenst of f at oMef- FCPPRT e (i kdmﬂ i cher Technl ken herstellt. 2. Verfahren

nach Anspruch 1, worin die Stufe w% %m tﬁ%@ i n Gegenwart eines
geei gneten 45 Wworin C%Lﬁ] Fh“fat ?%e"%'él ey, Berlg elﬁﬁtzef' Flal i 'U‘ES‘ne'"e"

Zi nmor t enper at % ko o \gregRe % mﬁ nner hal
\éon 1§ m bis or or %egenwa {R{;s @kah- qgl sF§ %erq d&Fl éﬁ‘ssc emr\z’Orl n
as Losungsm t ,gFe pro |

das Ldsungsmtte ausgeWAhl t ist unter Tet rahydrof uran D| rret hyI for- mam d,
Tol'uol und Gemi schen davon. 5. Verfahren nach ei nem-der ‘AnsprUche 1 bis 4,
worin gi e Al kohol aaecH}4y unccHdl b +he-geskel | t—war dep-g,t-oReRal -caslrem
Natrium netalli sch?m al ium odor Natriumhydrid, in Ge enwart ei nes
geei gnoten L6- 55 %hgsn‘i ttels, bei einer Tenmperatur im (B2reich von
Zi mrertenperatur bis zur Si edeterrperatur des Reakti onsgem sches in ei nem
Zei traum von 1o Auld ¥ diéDeteits Grwiviesn fBalisuainganatekitzémnearRioddl 1, gleidbroder véashie-
Losungsm ttel éersiidiupd binens:-Cs Akylrest bedeuten,
ii) gewlinschtenfalls den Ester la zur entsprechenden S&ure der Formel (I) mit Hilfe herkmmlicher
Techniken hydrolysiert, und '
i) gewlinschtenfalis
o (a) ein Salz der S&ure der Formel (I) mit einer pharmazeutisch verirdglichen Base oder
\_ {b) einen Ester der SHure der Formel (I) mit einem gesittigten aliphatischen Alkohol mit 1 - 4
Kohlenstoffatomen
mit Hilfe herkmmlicher Techniken herstelit.

2. Verfahren nach Anspruch 1, worin die Stufen i) (a) und i) (b) in Gegenwart eines gesigneten
45 Lésungsmittels bei einer Temperatur im Bereich von Zimmertemperatur bis zur Siedetemperatur des
Reaktionsgemisches innerhalb von 15 min bis 48 h durchgeflhrt werden.

8. Verfahren nach Anspruch 2, worin das Ldsungsmitte! aprotisch ist.

s0 4. Verfahren nach Anspruch 2, worin das L&sungsmittel ausgew3hit ist unter Tetrahydrofuran, Dimethylfor-
mamid, Toluol und Gemischen davon.

5. Verfahren nach einem der Anspriiche 1 bis 4, worin die Alkoholate lIb und llib hergestellt werden mit

metallischem Natrium, metallischem Kalium oder Natriumhydrid, in Gegenwart eines geeigneten L&-

55 sungsmittels, bei einer Temperatur im Bereich von Zimmertemperatur bis zur Siedetemperatur des
Reaktionsgemisches in einem Zeitraum von 15 min bis 48 h.

6. Verfahren nach Anspruch 5, worin das L&sungsmittel aprotisch ist.
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7. Vérfahfen nach Anspruch 6, worin das Losungsmittel ausg mumnlgi""tﬂmmm
Tet rahydrof uran, Dinethylfor- nangpp sg2bmBiund Geni schen

Ver f ahren nach ei nem der AnsprUche 1 bis 7, worin X fOr Chlor, Brom oder
Z-S2-0 steht, worin ZfOr 5 p- Met hyI phenyl , Phenyl oder Met hyl
steht. 9.7-\ieriabpe nach AatPrcRcyerin des LEsunggspiiteh auspewaki istfuster Tet'@bﬂ)df%@" Dimethyffor-

Si edet enper Bemie. Tobel yod SRMisENR8 §@¥R-sches i nnerhal b von 30 nin bis 12 h
durchgefthrt vvlrd 10, 10. Verfahren nach einem der Anspr~che 1 bi

wogin St & ewsppamdw e T G AR P P QX oYt 3
Los’ung beI yieheg %ﬁ'ﬁer PBSFRY ch von zi rrrrerterrper atur bis zur Siede-
terrger i‘&"g genf rRr(1a %lééhl ns;:%%m tSC gnenS dlle rggfe balc bel etemgerg g Eea%l"ons g\?sfchoﬁ| rt
Wi r &Kh%n%rﬁ W 'SsCheny ung or e

(rr) 15 A— worin el nen 1-Benzyl i ndazol - 3-yl -Kern steht,

dadur cfy Q@ke&ﬁﬂ%ﬁ Q\Q&e&nendﬁg RisPRcnstH bR §lGkornik GiEly ! er 2RaifGhen wiBrigen oder
A-COOH (| Mion¥REH-wkisAgert! 1BsihG bR dier @6 AlraR BRRSAUON RRGRbrBRSdrdtd lbis S Blod&l N
al i phat i sch@mpératinedes Rakbdhsgeisched iMMEMAIRASHUKE bidRSIddrdngbunrar@gew-hl t unt er

Li t hi umal um ni unmhydri d, Natrium bis-(2-nmethoxyet hoxy)-al um ni umh- 25

ydrid (7G1.%/érﬁhr$@kuuab.),—temdgzbin@eziw&bmmeﬂﬁtdn@c(e'r B@psI@noxy) - al anat (70 %in
Tol uol# in Gegenwart ei nes geeigneten L6sungsmttels, bei einer Tenperatur
von 0 * C bA€HzOH Sildet enperat ur des Reaktionsgen - sches innerhalb von 30
mn bis 12 h ungesetzt wird. 12. Verfahren nach Anspruch 11, worin das
L6sungsmi t t eeringh&geinggHf BenzydindazairB-yi-Kem dehh dadurdhekenmasichngth gaf qifoSEuRQer Formelan,
Tol uol und ®8ni schen davon. Revendl cations Revendl cations pour |les Etats
contra®tants sulvants AT, BE, CH DE, DK, FR, GB, IT, Li, LU NL, SE 35 1.
0s6 de f"& Ie M) A-CH2 OCRR' COOR" (I) dans |aquelle A est un

noyau 1- benz a%?

t tzt d e i cher Est 0) e
Sﬁ 50 H ktlonsnp 'IRE ?l?rl?erL |um llﬁr?% h9 nd atft?'f %rinfl%:a E ixer; Iy @Pl gﬁl? cl
¢ acuget Igr o odr c:u -tetra- g o nw § %n
phar maci e. éi% A Las Izq%%q Ign reven ca [ on 0? ans® eg(':luel
R et R sont des groupes not hyl es et est un atone d hydr ogbne.:

3. Procedd, PéMdfiren AachAB&AICA I Grbrifl dwi_osmﬁmﬁ& aSsQbwRit IsBuré? DR efhBY, T@tRnykirofu-
conpr egant : rad, oluol Uk GEMidéhen datbn. B1

111111111212111211211111 Il (a) la reaction, selon des techniques classiques,
d' un conresendibatibrar nul e (1la) A-CH2-Y (Ila) dans laquelle A ala

si gni f i c Aeveulicabers poudleg Etats edntractests suimanys DA, BEGH] DEXDK, &R, GB;dT; LI LU,M0L SE

85 1. Composé de formule (I)
A-CHz-O-CRR-COOR™ {

dans laquelle A est un noyau 1-benzyl-indazole-3-yle de formule :

N
i
N
N/
45 @
60 R et R' peuvent &tre identiques ou différents et représentent chacun H ou un groups alkyle en C1-Cs,

R'" est H ou un groupe alkyle en Ci-Cs;
et lorsque R™ est H, ses sels avec des bases acceptables en pharmacie.

2, Composé de formule (1) selon la revendication 1, dans lequel R et R' sont des groupes méthyles et R™
55 est un atome d'hydrogéne.

3. Procédé pour la préparation d*'un composé selon la revendication 1, comprenant :
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al cali'n ou-un de ses derives appropries pour donner un aI

(I''b) A-CH2-OW  (lib) 10 dans |@ngass s7¢8f | @ significat !m(’@ mg’“ﬂm;e :
et Me est un atonme de nbtal alcalin, et ensuite |la react|0n~ -
avec un conpose de formule (llila) X-CRR - COOR" (I'ia) 15 dans laquelle R
et R ont led significations dej A indiqubes, X est un reste s6parable

choi si parm | (a}laadagtinasseldh ded tachbinees classiduess d'gn compesé dbdoringleriia) e Z- SO2- O dans
| aquel l e Z est un %roupe alkyle ou aryle et R' est un groupe al kyle en

C1- @ 20 A-CH; our("aélonner un 6ther de fornmule (la) A-CH2-O CRR - COOR'
(la) d%mslaquelleA R et R' on Ies Si nlflcatlons ddj&lndlﬂuees ;
ou 25 qu%{'er‘%aé’c ification dgia ipdiquée &K % g’ﬁg e §vec i fpftal
conpose de for °‘(1‘"l d6) son dRxives appropré FPE‘fdﬂQﬁ?"la ﬂ??ee°fl{‘ ont |es

signifi catl ons , q:q_%%M I’ldl(l ees, avec un alcoolate de formule (Il1b) 30
Me O b) ns Iaquelle R R, R et M ont les

si gni 1 cat Onsdﬁgha dib £§§.§ %ﬁ RR UG etMgle&w%sze hasmie, | a; ou 35

(c) la réactiopyensfih A BisbifE Bvef LirSonipbS o tormuib gy OTPOSE de for ml e
Ila avec une cetone et |le chlorofornme en presence d ydroxyde al calin

sel on |' equat i igRR=666RONN@L) € suivante D 40 A- CH2-Y + CHC13
4. RGO R -b A-CH2-0-CRR! - COH (ha) (1
45 daasghs lzatane IH @ RAomlles bighMéatibre I8} lidiudds CRLbst QN FosB G SardblbCbhoisipasniet R
et R peuvent (6 aembddndidgines st 1sigrdifet as @nhte PSOs-OpiaesSaibierg est ragroupe alkyle
groupe al kyle ewmar@eelC5. ii) |'hydrolyse de lester la, lorsqu on |le desire,
pour donner |' Btpsden govpesikplord&nts de formul e 1, sel on des techniques

cl assizques et pour Jorner unSthprcdedermyia (la) or squ' on |l e desire, (a) d' un sel dudit
ackde de fornmule | avec une base ‘accept abl e 50 en pharmaci e ou (b)

d' un ester dudMCHxOICRR-GRORGr e | avec un al cool aliphatique satur6 en Cil
-C4, selon des techni ques cl aSSI ues. 4. Pr o 6d6 selon la revendication 3,

an; A " Féon mf
dgrsak?ng'nven&ﬁéﬂ A A ey Shicine, SEmpgoonce dun

| a tenper ature l}ull cﬁ]l on 55 du n6l ange de r6action pendant 15 mn a
48 h. 5. Pr oce eI or‘ & revendi cation 4, dans lequel |e solvant est un
sol vant aproti 1111111
U 1111,111111 %ggﬁgfﬁeeéé’t%E"tgeﬁ%pﬁ'ﬂ‘%g%ﬁ P OSNSH 2e aRe %%Jufg%ﬂa](ﬂigol vant
est choisi par gbolcprtebamnydgf ur ane, | e dimethyl forman de, e tolubne et

| eurs nel anges. 7. Proc6de-selon |'une quel conque des revendi cations 3 a 6,
dans | equel | egandlialbat, a8, ki & & ol bDsigriridhtioRs déja indigigdE,aiobiS daké Cunl dthes @dli UM
metal | i que, | efopallelasowm nmetal lique ou |' hydrure de sodi umen presence d'un
sol vant convenghlagéadtionnsioh eepethmiqussciaasiquas td'ud @orhposé derfomiue Itarasecambicétiiesta | a
t enperat ure d' lzhiblofotmeoen pukisenve ldan hydrekeder alcalrt selon I'frpatida rdactibbnefie suivantd8 h.

\_ 40 A—CH2-Y + CHCl3 + R~-CO-R' —~ A-CHy~0~-CRR'-COOH
| (1) 4y
45 dans laquelle A et Y ont les significations déja indiquées et R et R' peuvent &tre identiques ou

différents et représentent chacun un groupe alkyle en C1-Cs.
ii) I'hydrolyse de I'ester la, lorsqu'on le désire, pour donner I'acide correspondant de formule |, selon
des techniques classiques et
iii) la préparation, lorsqu'on le désire, (a) d‘un sel dudit acide de formule | avec une base acceptable
50 en pharmacie ou (b) d'un ester dudit acide de formule | avec un alcool aliphatique saturé en C;-Ca,
selon des techniques classiques.

4. Procédé selon la revendication 3, dans lequel les étapes i)(a) et i)(b) sont effectuées en présence d'un
solvant convenable, & une température allant de la température amblante 4 la température d'ébullition
55 du mélange de réaction pendant 15 min 4 48 h.

5. Procédé selon I1& revendication 4, dans lequel le solvant est un solvant aprotique.
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8. Proced6 selon |la revendication 7, dans | aquel Ie-solva
aprotique. 10 9. Proced6 selon | agp@ugadzeaii on 7, dans I mm!'% BI
est un choisi parm |e t6trahydrofurane, |e dinbt hylforrram

et | eurs nBl anges. 10. Procede sel on |une quel conque des revendlcatlons 3 a
9, dans |&qRekédé in lanevandicationdé dehé degesl del soleantl Bst choisibpagiele géirahydrajuranep &

Z- S2- O dandisnéthyiéprredniide. [B telgbne etjeuns mélnges - n6t hyl - phényl e, phenyl e ou

nbt hyl e. 11. Proced6 selon |a revendication 3, dans |equel P (c) est
el {ect ube”- Pracdétselep et arpleonguestins| ’P‘fet‘ﬁ"??ﬁmﬁd’ #rﬁal%en l@qw&'eﬁ élseq'a}t@rf bpeéﬂ 2590t 30
nn a £2h. PErardsaverlesedim métalians. o poiassiugy maftelioy EH grure,de segium B,RrESFAGe duny
11, dans | e§lént¢ m@f‘%%é 'ng tempgratire allant deula tepRspatire.ambiants A fa tempggatuce, i'éhufition
aqueuse al cAY Mfangs e t'°§(5’?'l??|tdrr’|% e al coolique a une t enper ature

al lant dey | 3,4 LImerAbUL Sl h R Ralelle sSRELAII Rl oS he | 10N du. el ange
de r6a tlon pen&an rrpos Pt on p Arnacautr |que conprenant une
quantl 6 @f Hogéatféesegn Wreggﬁﬂgtﬁﬁ 75 SAnQ % 16 S és? ah 'cf?cnsu i:arg# le Ctgtrah%;‘ofurane le

associ at'ondﬁh‘éﬁﬁlfo'rmarﬁd‘eqe%h%ﬂ ok EMbIAHIEE an phar naci e.
internediaire de formule (11) A CH2- (rn) 30 danslaqueIIeAest un

noyau 1- bﬁnmbbédersena.zmnsq&mdéh@e%s rdlengdibatibis X 0 WBR 16dTe! XIEkt G AbHECId Iord lodds
| aquel 15V esloméidu @k GrotbeERSTEED-Rlnsahdualiel 29st Ghligrétipe pABINGI-FheR giahye sl vaéimle. par m
| es atones de chlore et de brome et un groupe Z-SO2-0O dans |equel Z est un
gr oupe metihploesdé shiom izl revendication syl tidng lleqpd) Ed1ytled)(c) 8% ofidutuéd h GriGrdErgnoel i'ébullition du

pr epar at i onmélaoge decéastimependatted0miirdd #82hv e de fornule 11 selon | a revendi cation
14 dans loquel West un groupe OH, caracteris6 en ce qua |'on prépare |le
conpos® di& Poetdd| salon Yung reicdnaup des Irevengjogtions 3rk ‘gr danp deaus) di¢taneyil) estmifectyéedvret i on
d\uh. acide ufe Sqlutipriranueuse| ajgalingpou une solutionoppueuse| ajoooligum @ yng (Jeraréyaitro alieny de fa

si gni fi cati &mPEaue ?‘W&P‘aﬂéﬁatem%atﬂedﬁb‘ﬂf@ms%“ %F%"é?ﬂt'i"bﬂ*&f’ﬁ"ﬁh%és Bvec un
agent reduct eur choi SI ar.m drure de tﬂ gF um ni g I'.h%/ydrure de
sodi unbi s SOREE %ky@{ ?Jyxz @‘ eﬂ“?'tﬂtéoﬁ GRS EOrer Srien 2 sRyedieation 1

t 6t r ai ?oproﬁ'bﬁ%‘i‘ YBC un SXCIREY @c‘??Bta 'b?’\ﬁ'?ﬁ % 70 % dans le tol uene) en |
presence a une terrperature de 0-C a la tenperature
d' ebul I'i t{lioEQHEO%%%%M%%éee{ragglk:eﬁ}“on pendant 30 mn a 12 h. 16. Proced6
selon la rexﬁpgwat(pn 15, dans | aquel |e solvant est choisi parm |'oxyde
de dieghyle, le t6trahydrofurane, |e toluene et |eurs nelanges. 50

Revendi cat | gans Hggéug Ale8SunFbpluS -eRRLirResiaslig esUl vants: ES, GR 1. Proc6de pour
| a prepar at mo8st Gin Wroupd BROGE gidbel OME e 16dubl M6 est un donfd&e MBtaIRIRalnPOEn reste( | )
dans | aquel képarible shoisi ParDIg atorkesiIthldle-dt 6l Bio@mb et wrgrduPe ASOL-OF Bans Gsquel  est unEP 0
382 276 Bl groupe méthyle, phényle ou p-méthyl-phényle. 1 11!'D1! 276 Bi

~~~~~ 1411111 1111111H 115111111 10 R et R peuvent 8tre identiques ou

di f f er ent15. Etocédémowsie ptéparttios Waa gompdsd intermedipire de formadie I selondp re@endicgtion R4 'damsst  H
ou un gr oupéeqed! Kesturegroupe OBCrarastériséomanguaue RN prépare le-Lompess dedorgulg Heslansdeayelisas es
accept abl esWeest phereypa bydsexyle |par rgdugtion diyn eidmdedermyie: av)

O w0 ACOOH (V)

dans laquelle A 2 la signification déja indiqués,

ou d'un de ses esters aliphatiques avec un agent réducteur choisi parmi I'hydrure de lithiumaluminium,

I'nydrure de sodiumbis-(2-méthoxyéthoxy)aluminium (& 70 % dans le toluéne) ou le tétraisopropoxyala-
45 nate de calcium (& 70 % dans le tolugne) en présence d'un solvant convenable & une température de

0°C 2 la température d'ébullition du mélange de réaction pendant 30 min 2 12 h.

16. Procédé selon la revendication 15, dans lequel le solvant est choisi parmi I'oxyde de diéthyle, le
tétrahydrofurane, le toluéne et leurs mélangss.
” Revendications pour les Etats contractants suivants : ES, GR
1. Procédé pour la préparation d'un compoéé de formule (I)
55 A-CH2-O-CRR'-COOR™ U]

dans laquslle A est un noyau 1-benzyl-indazole-3-yle de formule :
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i) ts® 7 (a) la reaction, selon des techniques classi ques,

conpose de fornmulo (1la) A-CH2- YEp o(3gbaYye gans | aquel le A z”'m
deja indiqude et Y est un groupe hydroxyle, avec un netal mm"m”mr i’
alcalin ou un de ses dérives appropries pour donner un al cdol &t et der T 6r nu
(l'ib) A-CH2-Ow (l'ib) dans laquelle A a la signification deja indiqguoe et
Me est un atone de nttal al calipz 2§ et ensuite la r6action du
conpose | I b avec un conpose de o (Mlia) X-CRR - COOR (I''ia) dans
laquelle Ret R ont les signif S/d‘tj & i ndiquees, X est un reste
separ &bl e choisi parm 30 Ies at opes, d' hal ogenes et |es groupes de
formul e Z-SO2- O dans laquelle Z est un al kyle ou aryle et R' ost un
groupe al kyle en C-C5 pour donner un et heé ¢ formule (la) 35

A- CH2- O CRR - COOR! (la) dans laquelle A R et R' ont les

si gni fi cations ddja indiquees ; ou (b) la reactl on, selon des techni ques

cl assi quesy eﬂR’%u@ﬁl@@ﬁﬁmﬂﬁesfog'am%ﬁs étlrb&asentean cun H ou un grbaﬁpga_lzﬂg% cléC) dans
| aquel | e Arelostl Qh grdibe akyi Unfd, QR 1 ONS (fl gueos, avec un 1 oot ate de

fornul o (1 étidgqud/BROe6iR sesoleRavec doé bdsla@ccéb'fhbﬁ@%pﬂaﬁﬂéﬁ' 1b Brofddé B'omprﬁantet Me ont
| es signifiadations dej & indi quées, pour donner un dther de fornmulo |la; ou

(c) l@& rdacti ¢ala réaetionnsetbn e BeLELLRSsIqUoS % GoMDsé 6b frmurqmgpose de formul o

Ila avec une c6tone et |l e chloroforne en presence d un hydroxyde al calin

sol on |' 6quat AdirzrY6adlid onnel | e suivante 50 A-CH2-Y + CHC13 + RCOR -.

A- CH2- 0- CRR - COO—l(IIg& (1) 55 dans

| aquel | e A et dansdiguellech adp g{aw#qatoatqe@nsdmef at ¥ redl wugrespodtydidxyie; af@c ynavdtaint
etre a1"dent| qué'§a"68“tﬁ' ?"?%Fé fvés appropiids paus dpAnaiin aidaelete fle formulprBlpe al kyl e en

C . P.O [ 1P Errr huH 1D
1] III i j ot rol( ede Pest er Ia lorsqu' on |e d6sire, pour donner

I’ aC| de corre ndg ol i es _techni classiques et iii)
eprgper et R A S R RS Ao L

avec une base accep ta?
formule | aveg.dmar @J)@,Qol (ﬁle phat| que satur6 en Or-C4, sJ sel on des
t echni ques cl assi ques. roced6 selon |la revendication 1, dans | equel |es

etapes i) (a) @dnsiiaghdm Hséirﬁ o fidsQghiEBshs U812 ARBEICR ol ub osB Rk Y:Adble &&Q‘b@.‘?fﬁ‘b' €

A unept enper alesa@mas Rdlgekte ot Bs hBIHRE Ba tohife %b;-@%ﬁs I1&qubife 2 &m%ra.sgd
d dbullition ewar@®bBinge de reaction pendant 15 nmin & 48h. 10 3 roc

sel on | a reveRUestab goupekydans-coquel | e sol vant est un sol vant aprotl que.
4. Proc6de sebmndéngerrupéthacddedartmuleria)2, dans | equel | e sol vant est choi si

parm |e t6trahydrofurane, l|le
35 A-CH2-O-CRR-COOR"  (la)

dans laguelle A, R, R' et R" ont les significations déja indiquées ; ou
(b) la réaction, selon des techniques classiques, d'un composé de formuls (lic)

N A-CHz-X  (lic)
dans laquelle A et X ont les significations déja indiquées, avec un alcoolate de formuls (llib)

MeO-GRR'-COOR"  (lllb)

dans laquelle R, R', R" et Me ont les significations déja. indiquées, pour donner un éther de
formule la; ou
(c) la réaction, selon des techniques classiques, d'un composé de formule lla avec une cétone et
le chloroforme en présence d'un hydroxyde alcalin sélon I'équation réactionnelle suivante

50

A—CHz-Y + CHCl3 + R—CO-R' - A-CHz—O—-CRR'—COOH
(iIa) O .

55

dans laquelle A et Y ont les significations déja indiquées et R et R’ peuvent étre identiques ou
différents et représentent chacun un groupe alkyle en C;-Cs.
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A ]

di met 'th formanmide, le tolubne et leurs nmelanges. 15 5. Proced |
qguel conque des revendi cations 1 agpoggasregguel | es al cool at Hm mﬂ Ilnﬂl‘t“ ||I|
sont pro6pares avec |le sodiumnetallique, |le potassiumnbtalli

| " hydrure de sodium en presence d un sol vant convenable a une terrper at ure

al l ant de | a fipdeiyededesiaria, loraeonle (désire.cuoperionnter Fagidel c@ipsiohdant derforduleriGblamge

de reaction e?ﬁfaﬂwqa@cmﬁ'ﬂuasets h. 20 JS 6. Procede selon | a revendication

5, dans | equef“) Fé’ G’F\Pﬁﬂ?rs%b‘l“ '?J'l’?s%l@&ﬁ? sol Gydijapigle do formulerapreae base lacneptakie
regendi cation® 35’3 ??%dﬁln gslar it geidn defermuler] gyeasi un slepqlplinhgtique saturé en C:-Cy,

t et r ahy’dr of ur SHE" 9oF &) PP rani de, Ie toI ubne et Ieurs rrel anges 25 8.

Procede S?' &g"s%loglﬂae 99(3 galtlgn ec!gns IeVe g& an% un
un atome de sEIEnP EdnvdhtniS & eg re atur, %I% tP'B %{e de Ihtlon
groupe p- mbtg) Ylerah é?:tlon : €

revendiigation 1 dans [equel I'dt ape [ (c) est effectu6e & la tenperature

d' dbul I'i t 8.0mPrdddéXaion Ia reveRdiARGE?, B4hs iRad: i sQQaHP@QQ@gglvaﬁiQBﬁlH@ a 12h. 10.
Procede sel on rune quel conque des revendi cati ons ans | equel |'et ape

i) est edfeedctdsesdoncl revdRdicalidriiR] Gehs A6HUIE US GoRdnt Bkl BBisOparMNR Bdnidrbiiine, 1o
aqueuse al cciéthylinemamide) & tbigdtp et ladrsimélaifed.ant de | a tenperatu- re anbiante a
la tenperature d" ebullition du nmel ange de reaction pendant 1 a 48 h. 35 11.
Procede p®uPrdcédépselop d'nret Guelcordiuel descrovapdisdfionsit & #rotals sque ledaaichastsalieet(iy Jont

A- CH2- OH  (préparésavec lp(odium méthlines, leagtassiumemdtalimb oulPhydiigeads sodium en présence d'un

1- benzyl - i n@el¥ast eenmnghled upejomeéraipie sllant de laclerpéeatirs ambidntend tagermpéranee d'ébudliion
fornmule (I V)dumé@@sﬂe réacoyyoenggnt 15 mingyAkh.| aquel le A a la signification dej &
|nd| quﬁ?e e ses esters aliphatiques, avec un agent reducteur choisi

mi h@?d?[?%decf@b“ PrevPRAratan® fAnt ieaud orighent % uteohvant aprotaue. ) |
th I 70% dans | e tolubne) ou le
¢ 3? 'rg.nglaprf)%’°ged°té}8°¥°m§e e 2415; 51 Jp GERE P PO D) S CRISpraEuIse s un
sol vang, convena % ihe negr% W0 1Ccala tenperat ure d ebuI I ition

L, g S e e B o
e

didthyle, le tetrahydrofurane, uene

9. Procédé selon la revendication 1 dans lequel I'étape i)(c) est effectuée 2 la température d'ébullition du
30 mélange de réaction pendant 30 min & 12h,

10. Procédé selon I'une quelconque des revendications 1 & 9, dans lequel I'étape ii) est effectuée avec une
solution aqueuse alcaline ou une solution aqueuse alcoolique & une température allant de la températu-
re ambiante 2 la température d'ébullition du mélange de réaction pendant 1 4 48 h.
35
- 11. Procédé pour la préparation d'un composé intermédiaire de formule (If)

A-CH:-OH ()
K/’ 40 dans laquelle A est un noyau 1-benzylindazole-3-yle, caractérisé en ce que I'on traite un acide de
formule (IV)
A-COOH (Iv)
45 dans laquelle A a la signification déj3 indiquée, ou un de ses esters aliphatiques, avec un agent

réducteur choisi parmi I'hydrure de lithiumaluminium, I'hydrure de sodiumbis-(2-méthoxyéthoxy)-
aluminium (& 70% dans le tolugne) ou le tétraisopropoxyalanate de calcium (3 70 % dans ls toluéne)
en présence d'un solvant convenable & une température de 0°C & Ia température d'ébullition du
mélange de réaction pendant 30 min & 12 h.
50
12. Procédé selon la revendication 11, dans lequel le solvant est choisi parmi l'oxyde de diéthyls, le
tétrahydrofurans, le tolugne et leurs mélanges.
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