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RELVXbWZCACLONS 

flabiØncioae deacrito la thvenc6n come antecede, Se reclama coma 

propiedacl 1° contenda en las el5uieMes reivindicaoiones. 

1. Tin modulador dnI receptor canabinoide, caracterizado porque 

coizcene un compuesto representado per la VSrtnula (IJ 

en donde, X es un atomo de oxz9eno Un AtomO de &zuft 

10 opcionalmente subsrtu do o tan grupo muon opeinnaleente subet!–do, 

PO Cs un grupo acilamino opcionaltnente substtuido, ci annie k as 

on anjllo an benceno en cual puade ademâa tanner Un subotituyeiwe 

adms de R, y ci anile S es on heterQc1O de a mlembros opcionalmeflte 

substtuido, C Ufla can del Thiamo C an pro rrnaco del mieTitto. 

15 

2. El modulador de conformidad con IS reivindicacion I 

caracterizado porque ci compuesto representado per la FOrmuna 10 

o una sal Jai misoto 0 RO profdrmaoo del mismO CS Ufl CotupUesto 

r-apresentado per IS formula (I) 

R 
1? exy 

20 

an doncie, X es an Stoma de oxigeno, no Ætomo de azufre 

opcionalmente substituido 0 Un grupo iuinO opoionalmetite 

substitudo, B1, B’, R3 y R’ son mndependientemeute an atoma 4e 

]uidr6geno, taxi grupo hidrocarburo opciotialuieiite substitudo, On 

25 grupo heterocicnco opcthnalmente subatituido, Un grupo 

1uidroxilo opcionalo,ente substituido, Un 9rupo rnercpt° 

opcionalmente suestituido a on grupo amLno opcionalmente 

substituido, a B2 y It3 pueden tomarse juntos pan former on 

enlace, o B’ y B2 pueder tomarse con el Atcmo de carbono 

30 edyacente oars formar tan anilio opconalmente sUbstituidO, V cc 

_co-,-so-, E -o- B es on atone de hidrdgeno 0 taxi grope 

hidrocarburo opalonalmente substituido, R as on dtomo de 

hidrOgeno, on grope hidrocarburo opcionalmente eubstituido, on 

9mpG hidroxilo opcionalmente substituido 0 on grupO amino 



S 

opelonalonente substitui.do, 0 R5 y R6 puedeti tomatse con ci touio 

do carborio a &tonio do azufre adyacente y Ætomo de nitróseno para 

fornar nn ari3.11o opctonalmente sUbstituido, y ci anilio A Os no 

anillo de benccno ci coal puede ademas tenor Un substituvente 

5 adems do un 9rlapo representado por la S1SU].ente formula 

16 1 
en donde, cada an, de log sSmbolos taene ci nina sly,iif;(ado c000  

ce describe arriba, 0 una sal del mismo 0 un,yr$fartnecc del 

10 3. xi moduiador do conformidad coot Iarev-edtO16n 2 

caracterizado porgue K1 y R con un &tomo do bidoogeno. 

4. El modulador de conforsidad con is re–vindicacidn 2 

caracter–zado porqlJe K° y K’ son respectivaonente Un AtOmG do 

15 hiaropeoto a Un grupo aiquilo C, carl la condioidn de gue K’ y 

no ccii on âtorco de bidrógeiaco al 015010 tiempo. 

5. 51 noodulador do cojafortdad cart la reivindicaci6n I, 

ruoracteri-zado porgue 01 carnpuesto representado per le frn,ula (to) 

30 0 In sal del misiioo cc Un agonisca del receptor canabinoide. 

6. El modl4lador de ogcformidad coil la reivtnaicaci.Oo 5, 

caracterlzado porque ci receptor canabinoide cc receptor 

canabinoide de tipo 1. 

25 

7. 51 modulador do canfornidad con la reivindicaciOr, 1, 

caracterizado porgue ci compuesto representado por la formula (Ig) 

o la sal del Toismo Cs Un antagonists del receptor canabinode. 

20 a. El modulador ce conrorcooidad con la reivindlcaciOn 7, 

oarcLerizada porgue ci receptor canabinolde es receptor 

cariabinoide do tipo 1. 

9. El modulador do conformided con la reiviridicacidn 1, 

35 caracterizado porque ci coorpuesco representado per la formula Zo 

o one sal dcl ruisno Cs Url agoniata del receptor canabinaide de 

tipo 2. 



10. El modulador de conforrnidad con 1e rivindtcaciOn 1 

caracterizado porgue Cs Un agente pra prevenir, traear a aliviar 9 
dolor agido, trastornos cerebrovasculares, daffo en la meu1a 

espinal, lesión en la cahesa, esclerosis atciltiple, glaucoma, 

depresiÆn, vóflUto, artrstis, 0 asma. 

11. tl nlodulador de conformidad con l& reivindicaciOn l 

caracterizado porgue Cs Un acjerate para prevenir 0 tratar 

trastornos de la memoria, enermedades psiqulatrias, obcsidad, 

10 enermedades mentales, ansiedad, depresi4n, fÆrmaco depenäencia, 

AlzJ,e&mer, demencia o enermedad de Parkinson, o una ayuda para 

dejar de fumar. 

12 El modulador de oonzormidad on 1a reivindicaciOn 1, caracterizado 

15 porque C5 un agente pan prevenir o tratar esclerosis mdltiple, 

entenedades naurodegenarativas, sindrome de intestino irritable, 

enftrmedad de Crohn, oesotagitis de reflujo, cOPfl. psoriasis, 

eneermedades autolnnmes, rechazo a1 inijerto, entermedades aldrgices, 

dolor psicogØnico, virus de tiepatitis a hipertensidn, o Un agente de 

20 inmuidad reu1ada, 

13. Un compuesto representado por la fOrmula (I’ 

-. - 

Scaracterizado porque, X es ml Lono de 0<igeno, rn âtomo de 

25 azufre opcionalmente substituido 0 Un grupo imino opcionalmenite 

substituido, R y R2 son independieneenente in ªtolllo de IIidrOqenO, 

on grupo hidrocrburo opcioualmente substituido, Un grupo 

heterociclico opcicnamniernte substituido, on grupo kiidroxilo 

opcionalmente aubstituido, UTI grupo meroepto opcionalmente 

30 substituido 0 un grupo amino opcionalmente substituido, 0 PL y R2 

pueden tomarse con �1 &tOmo  an carbono adyacente para format nn 

anillo opcionalmenee slibstihuido, pr 
CS no itomo 0� hidrOgeno, Un 

gruPo hidrocarburo opcionalmente substituida, an 9riapo tlidroxilo 

opcionaamente substituido, in grupo mercapto opcionalmenee 

35 substituido 0 Un grupo amino opcionalmente substituido, R4’ es on 

Øtomo de hidrOgno, Un grUpo alquilo opoionaloente substituido, 

in grupo arilo opcionalmente substituido, 0 Ufl grupo 



heterocciica opcionalmente substitujdo, Y es -00 -,-SO-, 5 SO -

es on &tozno as hdr59eno 0 un 9rupo hiarocarburo opcionaietite 

subsitutdo, R’’ On un grupo hidrocarhuro opcioxialmenre 

substituido (con Is conthcLOn do qae ambos de a y no son un 

5 dtomo do h–drSgeno, 0 no Cs un anillo de benoeno) Un 9rupo 

hidroxilo opcionalmente substituido 0 no grupo amino 

opcionaimente substituido, y ci anillo &’ en Un anilio de benoeno 

ci cuaa puede ademis tener ml aubstituyente en adiaiSn a on 

grupo representado par Ia siguiente fOrmula 

10 

en condo, oada mID de On srnbo2os tide ci raismo significacto como 

so describe arnica, 

o una Sal del mismo. 

15 14. gi corapueeto de contormidad con Is reivindicaclOn 13, 

caracteri2ado porgue t y son indepenientemente un atimG de 

hidrO9eno, On grupo hidrocarburo opclonaimente substituido, Un 

yrupa heterociclico opcionaimente substituido, tin grvpo ]iidroxiio 

opcionamente substituido. un grips meroapto opoionalmente 

20 substiruido 0 un grupo amino opc–onaimente cubstituido. 

15. El compuesro de conormidad con la reivinclioacidn 13, 

earacterirado porque R1 y son in atomo de hidrogeno. 

25 16. sl compuesto de conormidad con is reivindicaciOn 23, 

caracterizado porque B 
y 

FO son respectivamente Un Ætomo de 

hidrSgeno 0 un grupo aiquiio C1., con In condioi5n de see XL 
y 

no son un ätomo de  hidr6geno al miamo tiempo. 

30 r7. Si compuesto Se confor,uid&d con in reivindicación 13, 

caracterizado porue R2’ es Un atomo de hidraetro. 

18. El compuosto Se conformidad con Is rdivindicaciOn 13, 

caracterizado porque R4’ es en grupo arilo C6-11apcionaimente 

35 subatituido o in grupo hoterociclico Sc S a 14 mieitros 

opcionaimente suiJstitudo. 

a,. SI oompuesto de contormidad con Is rei-vindicacidn 13, 



S 

caracterizado porgue R-’ es in grupo fenilo apclOnalmente 

substituido. 

20. El conpuesto as coneormidad can la reivindlcaclóri 19 

caracterizaao porgue R4? OS in grupa tenilo el cual puddle set 

aubstituida con in grupo alguilo Ci opcionalmente substituldo o Un 

gripe dccxi Ci-. opcianalmente substituldo, 

21. Zi compuesto as contormidad con la reivindlc&cldn 13, 

10 caracterlzado porgue I es -CO-. 

22, E1 compuesto de conformidad can la relvindi-caclon 13 

caracrerizado porque P5 cc Un atomo de hidrOgeno. 

iS 23. El compuesto as conformidad can La reivindlcaclon 13 

caracterlzado porque x es Un ätocno de oxIgeno. 

24. El campitesto de conformldad con la reivindicaclOn 13, 

caracterizado porgue La posiclOn 5 del heterocicic’ fusionado an Is 

20 fOrmula (I’) esta substltuicla par no grupo representado pOr is 

siguiento fOrmula 

R --Y-Ph-
-15 

R 
en donde, cada uno de Ion sintolos tlene el mismo significado cc550 

so describe arriba. 

�25 

25. El compuesto de conformldad con Is reivindlcaoiOn 34, 

caracterizado porgue la posicl6n 7 del heterociclo fusionado on Is 

fOrmula (I’) esta ademÆs nubstituida nor Un grupo arllo C.i-

aiqullo Ci opciorialmente substituido. 

30 

35 

26. El compuesto coma se describe de conformidad coca Is 

reivindicaclon 25, caracterisada porgue el grupo arilo C51-alqullo 

C: -e opclonalmente substitulclo Cs nn grupo bencilo apciaiaalmente 

substicuido. 

27. El compuesta de conformldad con Is relvindicacion 12, 

caracterlzado parque ci anillo A’ us Un anillo de beraceno el cual 

puede adems tener 1 a 3 substltuyences selecclonados do in grupo 



6 

ii 
aiquulo c1 opcionalmente suhst–tuido, Un grupo ar10 Cri 

opciona1menee substituido, Un grupo de S 6 6 

meotros opcionalmente substitutdo y lan grupo acilo adeuths de tin 

grupa representacao per la slyaxente f6rmula 

6 
R 

Is 
R 

en donde, cada uno de ba simbobo; tiene ci miamc signleloado como 

Sc descz-–ha arriba. 

2. El campueato de conforcuidad carl la reivindbcaobon 27, 

10 caracterizado porgue la posicion 7 del tleterocicio Cusionado err 

La formula (10? es substituido por Un grupo aiquilo C14 

opoionabrnente ustitudo, Un grupo drib C2 opcionalmente 

Ssubstituido, Un rupo heterociclico de 5 6 6 

opc–onabmence suhstItuido. a Un grupo acibo. 

15 

29, EL compuesto do conformidad con La reiv2ndbcacb6n 27, 

oaractarizado porue La posicin 7 del heterociclo fusionado en la 

formula (IO) est4 substicuida per un grupo Cenibo, Un grupo 

furanibo, Un grupo tienibo, Un yrupo pirid–lo, tin grupo acettbo, 

20 Un grupo propionibo, Un grupo butiribo, a un grupo benzoibo, los 

cuales prreden 5cr sllbstituidns, respectivamente-

30.N-(>(1-isopropilfenil)-4,6.7-tnimetul-2,3-dihidro-t-berlwfuran 

-S--il) -3, 3-dimetibbutanacuida, 

�25 

(*)-N-{(R)-3-(4-isopropi1fenil)--4,E,7-trimetil-2,2--dihidro-1-

hen2ofuran-5-ib) -3,3-dimettibutanamida, 

N-{-acetil-3-(4-isopropilfenilI-4-dicnetS1-3,3-diI]Idro--].-

30 benzofuran-5-ib)-3,3-diMetiLbutabaruia, 

N--(4-isopropi1feniU-7-metoxi--dimatfl-23-aihidro-1-

berizofurarl-S-ib) -3,3-dinietibbutanamida, 

35 (+L9-((3Rt-7-acetli-3-4_sopropi2feni1)-4,6-dimettl-2,3-dihidro-

1-benzouran-5-1l) -3,3-dimetilbutanamida, 

+)-N-(tert-butib)-N’-((3B)-3-{4-isopropibenil)-1,6,7-trimeti1-



5 

7 

2, 3-aijfldro-1benzaturan-s-}urea, 

N- (- (4-isopropiJ.fni1) -4,-dimet]J-7-fen2-2,3--dS12idro-1-

benrofuran-5-fl) -3, 3-d1metUbutanamda, 

t1-(7-3-dietianünofeni1)-3-(4-iaoropflfeni1)-4,6-imetil-2,3-

dihidro--benzofuran-S-U -3, 3-dimetUbutanamda, 

N-{3-Ixidroxpropt1)-N’_3-(4-]sopropi1feni-47-ttrimeti1-2,3-

10 dirarc-z-senoeuran-5-i1)ure&, 

&-4-sopropi2-3-2-netoxieroxi)ftni1)-4,67-trimeti1-2,3-d]J1idro 

-1-beuzouran-5-U) -3-cirnet1butanamida, 

15 N-{7(q-isopropi1bericfl)-?,46-trimetfl-2]3-di11dro-1-benzouran-

-ifl-a,3-dimet1hueanamia, 

20 

W- 3- 4-tert-but–1fenUI -2,2,4,6,7-pntameti1-2,3-diIfl4ro-1-

beuzoturan--L1) -3,8-Uimeti2butanai!da, 

t-(3-(4-isopropflfen]Jl-46,?<rimet–2-3H-esp&ro(1-ber1zofurafl-

21’-cic1opentan)-5-11)-3,3-0iraeti1butanatnid, 

N- 2- r4-Ssopropilfenil) -4,5-cfimetfl-7-propU-2,-dUi–dra-1-

25 ben2ofurah--i1) -3,3-dtec1ibutanamida, 

(+)-N-((3R)-7-1-hidL-oxieti-3-4-*sOpropi]eni1)-4,6-thmflt1-

2,3-dih–dro-1-benzofuran-5-il) -3,3-thmetilbutanamida, 

30 

thhUlro-1-benzofuran-s-i1) -3,3-dineti1butana’nia, 

N-(7-(3-thrl-3q-isopropiiten)-4E-dirnetfl-2,3-thhidro-1-

benzouran-5jj -33-imet–1btxt&namida, 

35 

N-Y7-hidroxi-3-(4-sopropiaenfl)-4,G-dimeU1-2,-dihidro-1-

beflzofurarr-5-ifl-3,3-dip,et–1butanamda, 0 

benzofuran-5-iU-3,3-dIF,eti1butanamida, 

40 



31. M-(3--isoproplen–1)_4,6,7-trtmetil-23-dihidro-1-

benzofuran -5-11)-33-dmetilbutanamtda 0mm sal del ilusmo. 

32. )-Nc3R)-3-(4-]soprop–lfeni-4,,-trmetil-2S-dihidr0-1-

5 benzofuran-5-il)33-dmetUbutar’am–da 0 urla sal del niSmD. 

33. N-(1-acti1-1-4-isopropilfenU)-4,6-dimetil-2,3-dihidr0-1-

benzofuran-5-il)-3,3-airnetabutanamlda 0 una Sal del mismo, 

10 3. 

benzoruran--il) 33-dimetilbutanam]da a uDa sal dei miSmO. 

3$. (+)-N((3F)-7-acetil-3-4-isopropi1fenil)-4,6-dimeti1-2,3-

dh*dro-1-ben2ofuran-5-i1)-3,3-d!ueti1butai1am6a 0 mm sal del 

15 ritlsrno, 

34. (+)-N-(eert-butiL)-(3RJ-3--isoprop–lfenhlH-4,6,-

trimetjl-2,3-dhjdro2-benzofuran.-3-,1}urea a usa sal del rijamo. 

20 37. N-(34-isopropil–enu}-4-di.metil-7-teflil--2,3-diliidro-1--

benzofuran-Z-Sl)-3)3-dimetUutauamids 0mm sal del mismo. 

SB. N-(7-(3-dimetilaruofenl1I-3--M.’sopropi1–enhl)-4,G-dimetil-

2,3-d,hdro-1-benzofuran-S-fl)-3,3-d.rnetfl’outanamida 0 wia sal. del 

25 mismo, 

39. N(3-hjdroxjpropjl)-N’-(3-(4isopropi].fet1i-4E,7-trtnettl-

2,3-dihidro-1-benzo–urAn-S-tl)urea 0mm sal del raismo. 

O 40, N-{{4-is0prop,l-3-(2-metoxietoxiYfen–-4,6,7-tTiraet1’-23-

dihidro -1 -benzofuran- 5-U)) -33 -dimtUbutanarnida 0 una sal del 

Lul Smo. 

fl. N-7- 4-cisopropi1bencil) -4,6’-trimetil-22’-dthidr0-l-

35 berxzaturan-5-il)-3S-dlneri2butsjiamida o uric sal del mismo. 

42, N-(3-(4-tert-buUltenil-2,2,46,7-pent6s!etil-2,3.’diJædr0-1 

behzofuran-5-il) -3,3-dimetilbutanamida a una Sal del mismo. 

40 43. N-r3_{4_isopropilenhl}_4,6,’1-triraetil.-3H-espira(l-benzofuran-



2,l-cclopentn) -il) -3,3-ciiTnetLlbucanamida a ua Sal del Tfiistflo. 

44. 

benzofuran-5-ifl-LS-thmetilbutanamiaa 0 una sal dcl. rn–smo. 

45. 

-2,3au-dro-1-benzofuren-s-il 3,3-a e1lbutanamtda 0 uTla Sal 

del mismo. 

10 46. 

2,3-6hidro-1-beflzoturan-5-Ll) -3,3- dime tflbutanamida 0 Una sal dcl 

mismo 

47. 

15 henzofuran-5-il -3?3-dimetillutanamida 0 cola eel del mismo. 

AS, N- 7-hiaroxi-3- 4-isoprop!lfenhl) -4(6-dimetil-2]3-dthidro-1-

benzofuran-5-il-23-di,ietUbutanamta 0mm sal del ruisnia. 

20 49. _7_etox–_2_{4_isopropi1ercil-6-dimeti1-23-ddrO-1-

benzofuran-5il)-3,3-dimetilhUtaflaida alma sal del mismo. 
¶ 

5D an  profco del 0st0 decnrmacan ... 

25[ 

Si-. On farmaco, ceraoterizadc porque compreride ci compuesto canto 

Se describe de coraformidad con Is reivindicacian 13 0 an 

del olsoc. 

30 $2. El uso de us Compuesto represeobado par In formula (I) 

en donde, X as Un Otonio de oxigeno, an 6tomo de azuft-e 

opcoiialmenta substituido a us grupo imano oprionaimente 

sobsrituiao R cc Un grupo aniladlnu, �1 anilio A cc us ani-llo de 

35 henceno ci cual puede adems tejier un substituyente ademâs AS P] 

ci anillo S cc an heterociclo de S miembros opciooalmente 

substituido, 0 una sal del mismo 0 Ufl proarmaco del niismo pars 

Is manufacbura de Un agent, pare preverlir a tratar enfermeades 



20 

cerebravscu2&res a9udas, dale en la medula epinaL, lesión en is 

cabeta, escieross tutp1e, glaucoma, deprestOn, v6mto, 

artrt1s, a ssuta; 0 para la maflutactura de un agente anal9tsico. 

5 53. In usa de Un compuesta repz-eseatado per la tdrmuia {IO} 

an danue, X es Un Stono de oxigeno, un fitomo de azufre 

opcionainente substituida a an yrupa imino opcionaimemte 

substituido, R4 es an grupo acilamino, el atiiio AD cc un 

10 anilla de benceno el cual puede ademÆs terier un substituyente 

adems de x, y ci. anihlo B cc Un tieceracicO de S ndecahros 

opctonalmente substicuida, 0 nna sal dcl mi.cmo 0 un 

40 protArwaoa del mismo, paid is manufactura de an agents pars 

prevenir a tratar trastornas de is rsemoria, enercaedades 

15 psiquitricas, obestdad, enfermedadee mentales, ansiedad, 

depresión. farmacodependencia, Alzheimer, demencia 0 

enfermedad it Parkinson, a una ayuda Pala dejar de funiar, 

54. 2J usa de Un compuesto representada par is fdrsiuia (so) 

Re a° 
20 X 

en donde, X as UI, äomo de oxigeno, un &toflo de aiufre 

opcionalmente. substituido 0 ’in srupo imino opoionalmente 

substituido, R as an 9rLtpo acilaIMno, ci a,üflo A’ CS U0 anilia 

de bencena ci cual puee ademas tener un substituyente adem&s da 

25 B’, y ci Dolillo B Cs an 1eterociclo de S nietbros opoionabmente 

substituido, 0 urIc sal del mismo 0 an profirmaco del ,tisnlo, pare 

It manufacture de en ayente pall �prevenir 0 tratar esclerosis 

mQ1tple, enerinedades neurodegenerstivaL sndrome de intestine 

irritable, enfermedad de Crohn, oesofaginis de retlujo, CORD, 

so psoriess, enermedaaes autoinrnunes, rechazo al njerto, 

enfemmedades alergicas, dolor psicogensco, virus de hepat&tis a 

iiipertension, 0 ml agente de inmunidad regulada, 

55. Un mdtodo pars preparar Un coffpuesto representado par la 

35 siguiente fOrmula 



U 

on bonds, ceda uuo tie los smboios tiene ci mismo significado comb 

se describe a continuaci&l, a una sal del mismo, caracterizado 

porue comprende )acer reccionar on compuesto represeotodo par Is 

5 sigulente fdrmula 

� en donde, X es urn tolflo do oxSgeno, en titomo tie azufte opcioxiaimente 

substituido 0 1)0 grupo inline opsionalmente substtLrdo, 

ID 

W a2, 9) y son indepenthentemente nfl Sterno tie hidrogenc, tin 

yrupo hidrooarburo opcionalmente substituido, Un grupo 2etaroriclloo 

,pciollalmente substituido, on grtipo hidroxilo opciora2me.,ae substitujao, 

Un grupo mercapto opcionalmente substituido 0 Ufl grupo amino 

15 opcionairnente subatituido, 0 R y R1 pUeden tOInarse juntoo Para 

format tin enlace, o R1 y a1 puedam tornarse Carl ci Stoma de carboria 

adyacente pan forTuar us aallic opcioa1mente substituido, 

R3 cc Urn Stomo de )irogeno 0 trn grupo hidrocarburo opcionalmente 

20 substituiao, gG as Un Stoma de hidrd9eoo, on grupo h3-drocarburo 

* opcionairaetite substituido, tin grupo hidroxflo opciortalnsente substituido 0 

Un grupo amino opciozialmente substituido, 0 R6 y 
gr. pueden tomarse 

junta con si Atomo de carbono adyacente 0 Stoma be asufre y Stomo 

de nitrtigeno pan formar no abIIIQ opcbonalmente substituido, V 

25 

3° 

ci anulia A es on anilbo tie benceno Cl teal tiene adenias Ut 

aubstituyente adem&s tie en grupo represent&da por AR t6loula -rnR 

en donde, cada uno do los s$mbobos tiene Cl mismo significada 

come se describe arribah C Usia sat del toismo con, 

(R)2O 6 R1IY, en donde, L cc on grupo be partida, e I as - 

ti 

U&\ tti\ 10-129)99 PC14 555 
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Industhay Co V? 
SUPFRNTENDENCIA 

DIVISION DE NUEVAS CREACIONES 

RPQCAOION EXPEDIENTE No. 05-129008 

ELEXTRACTO DELA PRESENTESQL(CIT(JD DEPATENTEDEtNVENCION 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 565 DE 

FECHA 30 DE JUN10 DE 2006 EL TERMINC HABIL SEALADO POR LA LEY 

EXPIRA EL 28 DE SEPTIEMBRE IDE 2006 

NOTA: Dentro del prazo de Its seis (6) meses siguientes a partirde Is fecha de publicaciOn 
an Is gaceta de Propiedad Industrial, debsrÆ solicitar y canc&ar el examen de 
patentabilidad so pena S qua Ia solicitud Gaiga on abandoilo, de acuerdo con 1° 
establecido an el Articulo 44 de Is DecisIÆn 48612000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI  NO X 



a 

SUPERINIENDENCIA DE INDUSTRIA Y COMERCO 
DIVISIoN DE NUEVAS CREACIONES 

Bogota, D.C., 23-sept-2009 

.4poderado: Emilio Ferrero. 

45UN10 Radicaciªn 05-129096 
TrÆmito 002 
Evento 001 
Actuaoian 430 
Oficlo 1343 Folios 

Patenlo de invencion 

Via POT (tase nacIonal) 0 Cap.’ 0 Cap, II C 

No. Sol. lnternacional PC1/JP20041009365 
Pecha do PresentaoiOn Internal. 0eIene/2005 

Come resultado del examen de tondo, realizado con tundamento en ci ar{lcuIo4S de 
is  DecisiOn 466 de Is Comision de to Comunidad Andna, as  Is comunica: 

1. Docurnentos estucliados 

Ii. QfipQJôn: Folios: 664 a 1331 Como Se radicO n{&&rnonte. 
Folios 1389 a 1943 Modificaciones reaiizadas. 

1.2. EyIni?9Jones: Folios 1332 a 1347 Coma Se radicA inicialmortto. 
Folios 1368 a 1380 Moditicacionos reaizadas. �

 

Folios 1944 a 1959 Nuevas rnodificaciones. 
Folios 1960 a 1970 Nuevas Modificaciones, 

1.3. Pnoridad: Folio: 1, JP 2003-182039, 26-jun-2003. 

2. Objeto de Is invenciôI) 

Titulo do lie soiictud: MODIJLADOR DEL RECEPTOR CANABINOIDE 

El objeto de to preento so)icitud do patents do invenciOn consists an compuostos 

derivados 2,3-dihidro-benzoturanarninas, dertvados de 2,3-dihydro-5-

benzoti0Mnaminas y deævados 34-dihidroquinolinamina de tea formulas: 



S 

ReB 

3 

R -Y--N 

HC ou3 

NH 

R 

-Reivindicacion 1: Compuoslos de Is formula (lo); 
-Reivindicaciones 2-12: compuestos cM Is formula (la); 
-Reivindicaciones 13-49: Compuastos de formula (I); 
Reivindicaoion 50: in profØrmaco; 

-ReivindicaciOn 51: farmacoo profân,aco do Is reiviridicacion 13 
-Reivindicacionos 52-54: iso do compuestos; 
-ReivindicaciOn 55: Metodo do tratamiento. 

El problems p!anteado or, osla solicitud as is necesidad do compuestos (Kies pars 
tratar nflarnacOn, osteoartri%is, ariritis reurnaloide, cØncer, ropercusiOfl O squemia an 
apoploj$a 6 ataque cardlaco, enermodades inmunos. 

Be catalogo Is invonclon, segCin Is Clasificacon Internacional cM Patentee 
(JPC.):A61K31/343, A61 K311357, A61 K311361. 

is 3. DeW solicitud de Patento (Art. 28 do (a Decision 486o an. 22 del Tmtado PCI) 

3.1 Reivindicaciones (articulo 300466 do Is C.A.N) 

-La roivindicaciOn I as indefinida, porquo apareco Un suslituyonte R° bajo Is 
denoninacion generica do gwpo acilam/no opcinoe/meptesvSt/tuido esoslØrnflnos 
no delirnitan perfectamente el alcance do (a invenciOn ys, quo no son equivaiontes 
t6cnicos de ninguna estructura quirnica do manera inequivoca. 
-Las reivindicaciones que reclamanrnatecia con el termino ptufarmacO, esDs 
compuestos eaten reclamados por r&erencias 0 propiededes deseadas, a saber, su 
capacidad del quo as metabolizado in vivo pare obtonor Un compuesto definido 
modiante rnodelismo molecular on las reivindicaciones, sin proporcionar a 
informacion teonica do cual as su osiructura y camo alcanzar ass Mete. 
-Las reiviridicaciones 5-12, no son clams, so encabezan como et modulador’. as Un 
sustantivo qua reomplara a compuesto y el resto del texto de Is reivindicaciôn as 
relieve a su actividad farmacoidgica y alas enfermadades a tratar, lo cual no SOfl 
caracteristicas tØtnicas do compuosto. 



- Las reivindicacianes 1-29 no son clams y concisas ya quo reclaman un nCimero 
extromadamena grande de compuostos, mediante modelismo moleculares, muy 
empties y especuIatvos obtenidos pot exfrapoiaciOn mediante coniputadoras ye qua 
at sustonto Monica real, aparece solo psi-a una pequeæa parte del total do los 
compuostos reclamados. 
-Las roivjpdjcaciones 50 y 51 reclaman protamiaco, estos compuestos estan 
roclamados por reforencias a propiedades desoadas, a saber, su capacidad del que 
as metabo!izado in vivo pare obtener Un compuesto detinido mediante mode%isno 
molecular an as reMndicaciones, sin proporcionar to intormaciOntecnica do cual as 
su esfrucura y como alcanrar sea nieta. 

El capitulo reivindicatoria estudiado tlotios 1960-19703 no cumplon con el requisite 
de definicion, claddad, concision o sustento por Is deseripciOn de acuerdo at art, 30 
des Decision 486  y1 art.22 Yra%ado PCT. 

-ExcepelØn ala patentabilidad (articu!o 200486 literal U) de Is CAN.) 

-Las reivindicaciOn 55 reclama Un metodo de tratanijpnto torapeutico; & obeto de 
esta reivindicaciOn no puede ear patentable segQn at articulo 200486 liberal d) de is 
CAN. 

4. Reivindicaciones relativas a un uso Ca un segundo usa (adIc,/cr 14 yPI b 
486 do Is CAN) 

Las reivindicaciones 52-54 reclaman el uso de compuostos tel articulo 14 de Is 

Decision 486 de Is Comisian cia ía Comunidaci Andina .. Los Palses Miembios 

otor9aren patentes pans /as invenci000s seen de produictos a pmcedimien(os an 

(Sos /os oazpos S la tecncAogia .."; aqul no as hace alusiOn at uso Para otofflarlo 

patents. Los usos o segundos usos no son patentables, do conforrridad con Is 

sentencia del TJAC 89-Ai-2000, los usos an general no son patentables 

S. Determinación del Estado dole TØcnica 

La focha quo so he tendo on cuonta pare determiner el Estado de Is Tecnica as Is 
fecha do presentaciOn de Is solicitud prioritaria 26-jun-2003. 

Teniendo an cuenta to fecha indicada Se realizO Is busqueda an el eslada de a 
tecnica de documentos retacionados con Is mateila reolamada coma nueva a 
inventive an to soticilud, encontrªndoso los siguiontes documentos mØs relevantes: 

F?eleciona,ios docun,entos encontrados dant,o del cuacfro 

NO Docun,ento I Titulo 
Fecha do 

j83772 Arrunocurnaran derivatives, their 
production and use 

06-may-1992 



W09S29907 

D3 US5.496.853 

04] W09607651 

05 8O82 

06 EP1138477 

D7 US 6,172,085 

DB EP1323716 

S 

09-nov-I 995 

same and 
composition 

useful as anti-fr.flamatory 14-mar-1996 

compounds as sodium 5-mar1998 
lulators  
ierivativo, process for the 
of the same and uses 15jun 2000 

compounds as sodium Wene-2001 h,lato,________  
c the proliferation and  

of stem cells and/or 11-abr-2002 
Mn, 

12. AnÆlisis do patentabilidad (articulo 14 04U6 de Is CAN) 

121 fydadjQy!QjłD4Q6delaCA.Nj  

La solicitud on estudie rectums los compuestos: 

R° 

� 
R!YN 

H3C CA 

k 
-Dl ensofa dedvados aminocumaran qua son rectamados come nuovos 0 
nventivos an )a presents solicitud, vŒase toda Is anterioridad, especialmente pg.2-
1518,19. 
--02 enserla derivados amino-benzofurano qua son reclamados coma nuevos 0 
invenlivos an is prsentesoIhitud, vØase toda Is anterioridad, especialmente pg. 2-0 
y ejernpoS. 
-D3 ensella derivados Benaofurano quo son recJamados como nuovos e inventivos 
an Is presents soicitud, vOase.toda is anterioridad, espocialmente colurnnas 9.10 
13-16. 27-30. 



-04 ensea der&ados dhydrobenzo1uran qua son reclamados coma nuevos e 

mnventivos on a presento soicitud, vease toda a anteraridad, especiaimente pQS.l-- 

6, 9121516. 

-D5 onseæa derivadot aminobenzofurano quo son reclamados coma nUeVbs 0 

nventivos on ta presente solicih,d, vóaso toda Is an%oriordad, ospecialmente pg2-

1552,7389.90, tables 1-5, pg167. 

-08 ensena dorivados aminobenzofuran quo son reclamados coma nuevos 

inventivos on Is presente so(icftud, tease We le antedoridad, especiatmente pg.7-

17, tabas 1-2 

-07 ensefla derivados aminbenzolurano quo son reclamados como nuevos B 

invendvos cr1 Is presente so)ictud, vease tada Is anterioridad, especi&n,ento 

columnas 21, 22,37,38, 6364, 

-08 ensena derivados aminobenzcfurano qua son recamados como nuevas e 

nventivas en Ia presenle sojicitud, vŁse toda a anterioridad, especa(r1ente pg. 4-

15.18,19. 

Tel como puedo verse el captu(o revindicatorio no cumpie con el requisito del 

artieulo 160466 de Is C.A.M. 

13. Concfu&6n: 

* Los requisitos do patentabi(idad de Is presente soicitud Se encuentran afectados asi: 

La soflcitud ode no cumpce can el requslto do novedad, obylamente tampoca 

cumple con el requisita de ni/el inverrfivo. 

DocuTTiento N Reivindicaciones_afectadas 
Dl  1-55  g1iveIjnventiv9_ 
D2 1-55 
DS 1-$5  p4dniveIinvefjiv, 
D4 1-55 Njveflnventiv 
PS 1-55 –!dnlinvontiv 
06 1-55 Novedad 

y 

nive( nventivo 
07   1-55  –!adnive%invefltiV_ 
D8 1-55 Novedad 

y 

nh’&J inventivo 



En eumplimiento del a,ticulo 45 de la Decision 466 de a Comisian de a Comundad 

Antbna, se le indica qua debe dot respuesla dentro clef trmino cM 80 das contados 

a parlir cia la fecha do nolif’caciôn de la presente comunioaciôn. En coati do no dot 

respuesta al presente requerimiento, C in a poser de la respuesta subsislieran fos 

rnpedimentos care a concesiôn, Se denegarÆ la patente. 

Motillquese at presente oficia canformea 1° dispuesto en el numeral 5.2, literal e, del 

capitulo qunta del titulo on ode a Circular Unica N lode 2001. 

ALIX CARMEN. A C ÆPEDE$ DE VERGEL 

Jefe de Division deNuevas Creaciones 

El qnori 
a 

ceqwe}miento toe notheado par fijecion an usia, de fecha 

CONCEPTO TECNICO No, EXAMINADOR TECNICO COdigo No202012 I 

n 
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WI, QO1MI WO .c,,IJswtI$, 

12 

oy Nwr44 q-r.Iladimetfl-23-

2 4af&snat-Athn4 In a 2 1 3qlI,dt 11ss, squippe wit 

flat re44m oond&.r. ad’or, h,td. and SIicieitt macn&iC sW . is 

pcd 2.to4-b,]1pt’enol 0!O.2 tOO mOIi and MOH 200 mU. The 

elil1d sdLjflO it celed It iaa7n ,or S(1 Wl.8 a 201 m, 2.01 

10 sql 0gigd thwMs. owr US h fcau this rsacfon is ao1M,t. 

Coitol atol ate addln.) The reedion w m0d1flj by ’n.0 2% 

mid is complete asr 2 tire. The alioll mbajiv 

arersd to a I I beater, atn9 ZOMt ,Mas 0 * reedi ati 10*. 

The d seMio" ,ldly to a bdcktt o.ans ystalIine mass. na 

6rgmOM ntess is r.01ss6Wad by heating over a steam both, - than a 

soRIon of NazSzOs I.45 g. 5.4 flTACTJ v.40 silL H20 S added. ftva4ed 

imiTadlelely by fret). NeON SO lDL The rStijltt s&rep�tttiori is rM*ated 

Li’ ma flea, bat for IDmiriflIle mb(ILZI does cmt misswe). and thet 

vLowotJy stoted vifste owtng to cod to 100 to tetileefMile. �u5fi 

20 llyLytowcoWhSflOolthed sndoet4t?a&Js0Ze 

- dcotCa. ilisse n bevad ei1 sit died to yield 2Aotgotri,-S’Wfl-

Ayl$eeoI wi,’aepa1sle1t 

2 4tcso.s.4s’ttt4n?l1 sA . nw 70X it 3.tied< 

fin, eqped wit k inlet � itosgnsfc steer, ii MaCSd 24-dibrofiso-

25 mb$h4xI (700 225 iri,ol), KzCOa V.0g. 276 mmol, 1.2 eq). hal 

3.25ft 22.0 mmol. 0.1 q), nwthsiIl diIoide fl   silL. S9 mmd. 1.5 

sod ailalolte 1f00 MU. Tay teaclion miatijie is i9oio(tt stWd at 

2’TCfo 56 twa, a moswith*d by ThC nAS lpeC ethe. The solids we 

removed by MMM ’nahed MIS aoattne. am Ills fiLt,tts tot0 Qorwsed 

20 aoi ieowaiure I<*pi bell" 35C) be Va ax, no The oil a thadved ill 

bean 1100 mU. ed afirred tat aili til S gI. The skaty it Iflm* 

ttvo.t a pad ci CeNts. and aled with addAlwal h"m.e 6 2 IM mU). 

The Thirsts is ev.o.atSd IS g,se 2,4.doreo.aterttutyIphenyI isobitstotl 

A soliaton 

05 7.twf.e* ’dinlsthyI.2,3-dihydlobetit(bJ.JIato (10,0 q. mao  lnitwl) 

Wacial acet edd no ml.) is tested wdh 70 ’ nlric ead (4.0 M. �.r 

5 nool) drowis., anuaTcMsdto5Vr24tW’4l’ 71CWerM) is used to 

Iltooil@q JeaCo.l pmoreas. ’The read, ltdsIIJte is paaLljr!ed bereeI Et20 

(IM ioU and M20 OM niL). lbe Et10 lays I wasMi with 420 (50 nlL) 

- sabrated hIezCOs (50 at) dyled (MsO.l, sed sod e,pdtoe 

lw91CrnWlsLicvl from hexar ove5 740fl4’A,l-31J-

10 01nwwni2 ySoeblz*ltLJcan 55 all otanga toLid. 

S.ino-7-lt4-b,t43 A macse 

of 74et1.8-dn wl.sPIfxo2.ditbn*Jtnn (3.2 9, as 

ep1 7011 Pd on Miarecal 220 n) in EIOH 60 nat) is hyornge..atea 

at 24�C arid 40 paL ci K2 ftr Sb. ’The reathon is rsion’foied by ftC 

15 EbOAC:Itene. 1:19). ’flit teadjon mbd*e is vscled to N2. FEteredtro<,l’ 

Celite. sod eaccrsttid 0 gigS 5.apMit74sdu0d-Sa-dillwIbyl-2.-

dii0drcttJUrai ass pjfplm solid 

lo!rnL.f!- to w 5010r, of 5nI0-T4IY.e.,T-&3.n!aSf-2.3-

ZO difly rrzclbTrrno

 
mV rn, 1.54 nmr4) sod din flnopyisdine 01 

Mg, aso n1eI) in cHaG12 5 IL) is added al 240 proponyl eoiide 100 

1A. 1.54 liso( in a wt5e portion The reedicn a stilted for I h slid 

mactied by 1W hetSIso!toA 1j. The itottes is Lfsd with l20t5 

mLL a’S a fare predp*s It Wtgred c& ’The (mists is eta4aa1e to an 

25 orara9e solid ttun, a pjtifie4 by nhepatalMa ’ftc fhsxs:EtOftA E!l) to 

Paid N17.te.t.teSS,3.di’Tefl1y23a’hydFstsemiJral5-

yI(pop2hande as a while eofd 

Synthesis of N.{7.ttt.badyb.3wihyl-2,3.dihydrobsnsolb]tgan.& 

so yf)- - 
aarmde: 



we_I 

To a aeAea, of &sino-7-1eIt.bt43.S.dS1etwI-2.3-

&cbenzo{b}tr (400 
ito. 

1.84 nIIcI) and dS,,eth4amS%çytidine 247 

lag 2024 I) C*11012 (20 niL) is added at 240 ataI thIo.i4. )10 

5 1.84 mn} in a amble pion. Thi rnaofon da slaTed C( I h, and 

nioniored by TLC Jaws:ElOA, al,. Ills DteLffe is dIuti4 t;4th £520 (B 

MIL). and a line Small I liltered o. The filbote Ia evapsiuted to an 

c’sle ’old whiofl is ported by laminaland mc miandminam Inal 0:1)10 

yield N.(7.Ierl.butps,3dnthyl.2,3dtiydlobabIftlran-5Yt)aOeIaIThde 

10 aslitesold. 
c ito a It ions 

0oncSfs4s S W stt1ecft ln,iscn coapts. a Sam Ma eflel 

anflail of the subjod ocaipoonds. and a phamsotjIyCePblo 

er. As s.d tierehi. safe Ird .Iee ajiloisil laSji$ SI’ aflicOnt cia 

15 tcnwcimd aaauet to si.ican1Iy I&I a pnslli.s mcdthliai in the 

w.ditlon to be seated, hot hiw enacil da avdd esias side Sleds a 

reasonn hecernjrld< raito}, wtilr, the e S emma medil alnieiIt 

A Wal ams lawmaw 51n04 of a etçar4 ad Wnp � an, wl 

rI4 being veaed, the es aid pisy$il c00dil moo of The pab aM being 

20 tnated, the teeedb/ Cf the cviidiito4 to thflhcfl of tm, VeSIte?it, the 

irnkIn of Small Oiaapy. Ole paoJIer pharrnnUicaI-etsble 

t je*MWtEe fadors withIn the lwsedge � eaperlile S th 

allerng nil ysIen. 
of te sut rr. S4 Cca abea 

25 0.1% to abajt 00.9% by weight of a rixuid. flora p eat?brtlotf about 

20% loabmjt00%wIdnio.tpietersbflom abcqI 40% to about 70%. 

In addilic.’ 10 the compound the rpoaitaaw of the sineC 

i.leention caithi a p EiCIyaeCSPtle mar. The t 

llarma’ouIlcaPIy.aloePIabFe cSriS(, as osed hel cleans mls or itors 

Q fqAd of,t dtkIec or *retacsM etSa%.s s4tt 

are auitebk for adminishelion to S IuajI or lower arirnal. The terai 

WTI as all herein. nnans Ills Ills wmQdSl of the 

cc4IwosIlion are creb!e or all cc rnaii piagled with the subKCt compound. 
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EP-A-40371? And its cnubtept, JP-A-5-14e142 

FR2N 
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at’ ,,q, R std R: .tç h ZIpMe ent& Ftydtngsfi &eyl 

aLk,carbQny1  Or An aliphatic Or aromatic O!p scarb 
esy be bstitfled; an ai eeh caprents a 

JO hydn,y ’.bAt)’ efl be acylated Or at astilo, a13tty ot 
slipj,atlt etoup hih fly be t,bstitttel, It ten It R1, 

It and ny in a caxreeycle; R aitd A
’ 

As Is 

pit resentt an Aliphatic  9tnt]p whLh eay be tubs t it, tad 
and at Jeaet Ons, 02 -ad R’ his htrhyllis, it, a-

IS petition; is and ath raps etents hydtngen or A. 

Aliphatic .1 Aspirant, ?%bW eioh nay be eebfltt.,ted. 
2 The .inocnta., coap at the fb1lni.,g 2I4 

ch has inttibi toty act Lt-i ty It lipid ,,"CLOO 
i 

K, 

25 heeie &. &, R’. and R eay be the sae t diffarant 
and harp Legas seeta Lne aikyi; anal A cepraae,tts a 
bet,zee ring tt,bst&t.teU by at least one 
flZ�,,ted Lt.s asong tcet alkyl, losr aikq and 
halegen. 

30 fl A Ocyttallire salt at an S,twtiner, of 5-aa,ie-
1 4 � 6 -tat tiethy L- 2-( -phetly I pipat ad L !,nethyI I - 
dihydrQbeto(bJgt,nt h!tg ieh2bity actiflty Or 
lipid p.rnidation OS? 5552552} - 

tha:e it no £apofl abn,t the e1atiost,$p 
35 of these no.pt,tt,ds rich tdbts cbanel toth–iati!,q 
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Ep-A-4s272 and its uAttpart, JP-A-s_14o142 
’Ay sdA Jaw&i o aathty taa poa�ased 

( satisetry sodiwn rh2ft..1 murbVI.Pirg atti,,ity 

R-RIN Re reneged with fa?r4bi i11nnia1 tramafar ki..atia 
RN 

and detDO,olnC itability if a0etd to thow good 
FS I 

5 ftthsy An ce,mtrfl �ymta (CNA) diseaa and 

- disordnta 1,h aa e.ntaL tharyou. 1Y.Vag, Lanfista, 

whe ta i,. p  Ind aak reptea ants hyd rogat V 
ettal at!s y5ti Programa. 0. brain tta.aa 

S puma’ 
i 

ty whiplash i.ij Mn � ett apilepay 
alThyabnyZ r a,! 2catJ ati 

Mendeqanrsama dia4p& (a. &yOtc,!ph1c atara2 
don’be smibatitutad; R, R end R each tapreaaets a 

10 sciatnais [as), he_i!�r’a diseama. Wnnti.t..’, 
It hydtsy h it h any be anything or saian 

� a ik*y 
horea 

� pa tim ian,! A dissian diabatin fleM rnpathy 
12 i$,.tic qtm,p whAc 

y 

ba bstit.tad or 

’ 

eta.), rertmaa dapeana b.91 .,’ti -i,]–arct danntia, 
I and R’ Pay fnt a thnyciei an and It eenh 

of’ asaiiget S dlaeaee, fl� ait-dspteaai,,e 
represents an al]phatn group wnth pay be bitit1te4 psynhmimjs depression, ,nhi:nphtenis. chtmiic PSiib 
and at 111.1 eea or eaad R’ an, athYa&e 1i £e_ 15 txpaasaal nsmmratgta. aiptaine and ettbraI sdeaa. 

IS be each recaan.,t5 hydtogen or an R.,,et, nn fully eatitfantocy undulate, no satiable 
aliphatic or atneatin Qrp �.hith pay be bst&tMtnd. today and theta has benr a starring need for 
2$ hand aaiaacoee,ran of the 1,3jr.1 10111n10 de,eioee,.t of a copeemid psSassed It untilf.otoly 

himiI, has inhibitory amiti"ity If lipid pronunciation sImiler channel modmaisting .tiwity and qualified tot 
- 30 u!e as a 

20 kL The lmiemitIS of the presant I *!!itinn e*ploted 

brmiadly for enaponads ha?ing sodiap ’heated r&flatmmiq 

V 
r.eti actimity aed Ceaa&d L the of a "Pat

 

coapn,flid ohVeh is earned ... 11Y chatamiter 
i ted u, that 

35 the carbon St! in 2-position 
£ 

a nil ther 
25 aeren &. x, R’, and 

? 

ady b the ease ditfeent hfl bee,] darruxXonty sunatntatecl by a towet 41kyV 
and ..It  represent Inge, alkali rIng A tepreen., te a Pflug ad a 9tu3P of the tOtM Ia: 

benrene ring sebatit..Led by at malt one s,b,ttt!ent 

selected true hading, zue, oZkyl. 11.1 a1kry a.md 

halogen. 30 
- tCH3)s- i-2a Zb Ar 

ID 3} A trystaIlmne slit of an enenti0m!e f hereImi each of the syebola her tIe tees Moonlef as 
2,4,6, ?..tefrasthyI .2- 4-pheaylpipef di,,osethyj _2 3- defined beioi., and is of the Juneau In  

dibydrabaaoo finn hs,,mmi i]hibitory actiwity of 

tiid perosidation (VIP 5552 552) 

itose,et_ there is .,o report sbo]t the telat jnship 

35 .1 theee co.puw]ds with alan]! channel eodMiati],g 

ant laity 

I 
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p2 

p.A Y�Z’�Zb�Ar  (I 

herein Rj and! R each rapt sents a hydrogen atce. a 

I.er alk31 witch may be anbstitted I an atyI 

R a.d W .ah aepre,el,ts a least aikyl which sfl be 
10 constituted or a 1otr alkoay ehith say be e.betit,fled, 

on R’ and R’ taken together represent a 5- nr 6 -

nominated caragwyolic group; 

or represents a I,.er 

Ar represents an .if, gre.p thirty say be 

La batit]ted; 

ring A prese.te a 5- to A -sabered nittuçen-

containing hetetocytlic ring ebich any be bstiteted 

a 11.1. aI]tylene which way be sIAbStit!ted; 

Y "presents a carbon as nitrogen atom; 

20 On represents a group It the fot,suIa: 

CH,. Cocos, OCIL OCR or N�CR 

2 , , 5  

wherein R  top reeente a hydrogen atom or an aosati 

go.p which osay be ssbstit.ned; an represents a 

hydrogen area, a hydroCarbon group ’,hioh aNy be 

substituted or an soy’; 

SO 2b represents a bond or a di,,aient aliphatic 

hydroorbon grasp s,hioh any be subetitoted and say 

contain osygen  nitrogen or sulfur; and 

M represents an integet of I to 3 or a salt thereof 

heteinafter referred to briefly In ooapo]snd fl) 

IS They disrorered surpri.yngly that a coapoond of the 

following fon.o1& or a salt thereof hereinafter 

referred to briefly a, composed (Ia)I inciading 

Or 52254211 

solecism - 

S 

coep000nd t has easy learnable  propsrtits cog u I red or 

a sod £ us channel heliolatry, for snap , a good affinity 

for the sodinm channel a, sell as high stability, and 

a, such is æolIy satisfactory for us* as a sediolne 

The present intention has bee., desaloped on the basis 

of the above findings 

p. 

10 
II’ (cM,s-4_Q 

whereIn 0 tepresente a hydrogen atoen an aroaatk group 

which say be sebstitoted at a grOSop Of the foaNnia. 

- Zor Therein Zr represent. a di,alsnt aliphatic 

IS hydrooetboo grap which say be sohatituted �ad  any 

contain osygen nitrogen or �lint: An has the sane 

meaning as defined abcn,e; ring M represents 1 s- to S 

.eabered nit n-containing heterocyclic ring which 

MY be constipated or the -corresponding fused 
20 Monolog" systess thereof the other 11.py,b,yw skein 

lan’s the sane asaninga a, defined above 

0 I cr0 of II SF flP I NVFn a 

The pre C invention  is directed to 
25 (I) oospaa,d U), 

(2) � rospa,nsd of Som abort Of sder.in k and A1 

each is 

� 

hydrogen a ton 

10 s C,, anyl which nay be subetituted by I to 5 
as wubatitsoents selected trons the gtoI,p ronsisting of 

l.1.9.1. C,4 ryc balky I Cr,alkynyl Ca_, al kenyl Cr, 

eryl. c0_– atalkyt. c4 alkosy] 0._se arylosy, c,. aikyl_ 

carbonyl. C, aryl-rarbonyl, c5 alkyl_oarbcnylo,y. 

C..,, aryl - arbonylo sy C itboy. C,., Si koZy -carbony 1 

35 carbasoyl. ..idino, "in" sales. lO_Cs alkylanino 

flt5HEETfluLfl 
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dl -c]., a tkyl a!ei o 3- to -.esEerad eyellf a,Joe  
a Oky! eondi oey hydtoey, oito yao esit ipto Ito. 
&oIflo, pborho.o, !faaoy1 mono-C[ a1ky1!–lfs]oyt, 
di -C,, .1 ky1o1 taay1 . C] - alk,lthio  in  [4 sty! th io � - 

S alkyieqS(inylCo La aflls]]1rLP,yL, C]., aIky1[–1fony1 o.,d 
CO. AtylsOlfo,.yI, or 

iii) a.’ aryl electad from the group o,sisti.,g of 
rooeyl C,, aj ky1-oarb,,yI � C.], atyl -oc rbe.’yI 

ir 

atyl-C 11ly1 -oathooyl ;_. at koy- carboopl CO’.C Cy I - 
to C]., a!koeyoarbo,}yl. CL-4 5!tYiSdfO][yI, C..S 

leoIfoyz htch may be notalildled by I to 3 

alkyl and Cl 31ayI_C,_, alyIal[ltony1; 

add each Si 

a alkyl ,thioh My be ebatttotsd by 1 to S 
15 5Ob t i t3*nt I ee1eted f.o the group coos is t I .,g of 

halogen c,ol oy� loelkyl C]., SI kynyl. C, a tke,t, I C,.], 
ayI, C?.]] oyelooll C_, atkoxy. Ce., arylosy, C, a!ky!_ 
carbeoyl C,.], �ryl-oamooyl C alkyI-catbytosy 

aryi -oathonyl oxy ciriosy. CLI alkoxy.ca tbo][yl 
20 oatbasoyt, aIdIno, toino, t[ioo, a000 -C,, aIkylasloo, 

Il -C,, a!kySaeino 3- to S-]teebeted tyol IC amino, 
SIkyIe?}edioxy hydroy, art., OyaT[O, Itoapto, a,14m, 

lti.]o, phoshoeo Ifa,,oyl, o�]o_C, a!ky1s]]1faoyI 
di -C_, atkylsolfa]soyl, C]. attylihi,, C,_,, �tylth!o. 

25 alky!solfioyj, C.]. arylsuIfioyI, c]_, alkyl,]AIIO]Iyt nod 
C,.], atyl&oIfoayI , or 

ill a C!. aloxy Mine !!y be subatituted by I to S 
substitudinta ,eleoted from to’ group COnSlEtLACi or 
itdlOr!s. C. yrloek!cyl C, alky([y!, C,, aikenyl C,,, 

33 aryl, C,..] araikyl. C_ atkoxy, C,, aryIoy. C] aI1yI 
oarbonyi, C,.]] ayt-oarbo.’yI, C[ a1kyI-cetbo,ytosy, 

C,_e aryl-oarbo.,ylo,,y, t&be,.y. C], 4Iko*y-enrbo!I, 

rbaoyI . aidino, iiOO. aaioo, 50.50-C], &11y1.sioo 
d! -c, sIkytai][O, 3_ to e-_,seeber.d cyclic a]oi,, it, 

� 

a 

pew�, 

sibyl edi.ny, hideout. n!tro. Cya],o, scroapto, solfo, 

bosph000, &.’!(asoyI, ¶000-C[, atkyls]lItamoyj 

di -C,_, a1kyIsuItaoyl, C. alkylthio, tr 3. acy!thio. C], 

alkyIsol!ioyl, C,]4 arylaulfinyl C]., �lkyh,,Ifo,.1I and 

5 c,,] .r,1aolfooyl, 

or or sod R’ form, take?] together 4th the ruspe0tie 
edjaoeot onthn atoe, a 5- or 6-mt,.red marlboxyglind 
group oriented 4go, the group Ofisistiog of a 0-

e_,thered aoaetiC hydrocarbon 1o9 ]d a 5- Or 6-
I0 reambled cyc!oalkenu; 

Rr IS n c]_, alkyl; 

M in I) a C,], aryl Cu ii} a S to lO-.s�red 
atotatio heterorycljc group COntsieThu 1 to 4 I]etera 
atom, as Looted from .’1 troge.’. 501 fOr sod oryge., in 

15 additice to cabo,], eaoh of ],hioh say be ,bstitut.d by 
1 to 5 sobs t i toe.sto a e leo ted food the green toss istiog 

Of halogen, c,_ alkyle]ledIosy, nato. oy.00, C.. ally! 
.hthh any b. halog.oatad, C, Cytionlkyl, C, aikosy 
.hioh say be halogenated, C], al](ylthio �thioh may be 

20 halogenated, hydroiy, ealno, 000_C s1kytetno. 

al -c.. elkylasino or, alkyl-carbonyj, oarbo],y, C.  
a1koxy-oarooy1 carlasoyl mono-C,., al!ql-oetbasoyl, 
di_C_, atkyl_oarbasoyl. C,.,. aryl-catb55oy!. s]]lf', C[_ 
aLky1sLtonyI0 C,, aryt and C,., stylOefl 

15 ring a is a 5- to S -]setbered .5 itroge 5- toot eloing 
heterotyol It no9 optionally t0,]ta Los flç I to 4 ha tern 
atos seleCted Lroa nitrogen s,lt–r add nation in 
edditioo to nitrogen and carbon. ,hich may be 
sobetitste4 by 1 to 3 ssbstitoe]Sts seleCted from the 

33 gro,lp Consisting of halogen, C], alkyleosdIosy, nitno, 
cYaOO, awn M,Ch nay be halogenated, C. 
cyt ba I kyl � C. a I ko]y s,h job may be halogenated, CjL 
ally 1 thio which may be halogens ted hydrosy asslto, 
solo-C ]_, alkylasloo dI_C ] a Ikyl aIoo C] el by - 

35 tanbonyl tatbsy, C,, alky Ca rtooy I tarbesoyl 



a 

a 1 ky 1 -carb aa.,y I. dl-C,., a Thy I -oabaaoy I 

aryI-carbioyl. nIfo, C_ alkyl.olfo,nyl, C. -n aryl and 
c].[, ay1o]ey; 

x rSpreS,tS c alkyle,,0 earth by ba 

5 lobstjt.flad by 1 to 3 nnb&tit.nnntn eninotad fron the 

Irene ooa in tiog of hIogno, C a I kyl C] OyO br kyl 
C eik,]nyI Ci-. alkynyb ;. ayi, nito. tyano 
hydoozy, C,, e1ko, ealno. aono-c] aikyI.nni,no dr-C,.. 
a1 ky2aejno C,, al!qlbonyZ, b,. ryIoay oeo; 

10 V in i} a ]]Ittoga,n atoa V U) a of ’he 
fouia. 

hLn by 1 a hytogo Itla.halogen’ ]]itto, 0y]0 

C].] 41YYI n,hioh May he haio9,]nated, C,. oytIoaIkyI. C] 
aIkocy .thich say be haled noated. C ai]wlthio Andre 

IS MAY be halognoatad hydtoy, a]aio, 

ai]qiai,]o, di -C alkybeai]Io, Cr, aIkyi-Caobooyi, 

o atbot, C-. a I k0y_oarbony 1 oabacyI nnoC] 

a Iyi _o arbaoyi at-C] - aikyi-Cabaoy1. C, at,, - 

atbanoyi, nolfo, C,, aIkr1nIfonyi, C.,, ayI r 0,_a 
20 

in a hydrogen ato  or i) a C.,, aryr or ui 5 -
to to _.n,.nbrnd aromtio bnt,roo ye I to group Conta I log I 
to 4 hntao atone ad SC tsd frea nitrogen, aol ft and 

’gao in adds lion to Another, eaCh of Inioh MAY b. 
25 nobsti tot.d by a 11 S Arry,trzomt, s1&etad froa olna 

goC’p oonninti],g of b1ognn, C,_, alky1aa,dtoy. .itto. 

01500, C,, aIkyI Which nay be hiiogeo.ted. C, 

Cyoba1kyI c, al]to,y ndhioh any be halog,oatad C,-, 
alkyitinin n,hioh ArY he haiogoatad, hydroy, aiIo, 

10 no_C a1ky1atno a i-c,-. alkIlabler, C  a I kyI - 

o arbo yi oattay, Cr, ii ko,(y-oarbo,y 1 ca baaoyt. 

neInoe,. aiki-oarba.oyI, d. -C,., alkyl-Caob.,noyl C,. 
iryl ’carbaaoyI aol to C,_, alkyl a 1 fonly I C, a ery 1 and 

C,,, atylosy; 

P Ii I a byd rogen ato,,, 

Ii) a C, alkyl. C,. alkenyl, C,, alkynyl, C, 

tytloalkyl, At L4 aryl or C,., aralkyl groep d,tch ,,ay he 

naoatioated by I to £ aobatituenta aejatcea (eon tAa 

5 frond eon. Sating of h. log", C, Cyol oa Ikyl. 

elkynyl. C,I aikenyl C,,, aryl, C,, aoalkyl, C,., 

elkoy, C_,, aryloy, c, aSJcyl-tarbo,yI, C,.,, aeyI_ 

t,,bonyl � C. at vie booyloay C,, atyl-rbonnylon.y, 

carbxy, Cl-, alko,,y-Carbooyi, eabaoyi a,,id1oo 

10 bat o aioo, nno-C alkyia,nino � dl -C ., alkylann i no. 

to 6 -nabared CYC Lie aioo, c_, a I kyl a]!edioy, 

hydroxy, nitro. cyano1 aerapto, annifo, ,aiino, 

pho sph000. Eulf,moyl, nnOno-C a Ikylanni fenney I � di -C.. 

d1]t7inn I taaoyi � C.. a I kyl duo, Cr a anyit hiQ � C, - 

IS alkyl.eIIInyI. C.,, arylaoifi.nyi, C,_, alkyinotfonnyt and 

C,. a atyl s ifonnyl. 0. 

iii) an, aoyi naiaotnd fro. the cr]ap Consisting of 

fotnwi C" aikyi-o arbonnyl C,  "Yl-o"A’ayl C,.,, 

atyi-C _. al kyi-oarbooyl C, aikO]]y-C ItbOOy 1. C, a aryl 

20 C,. aIky_abooyL, C,. &LyIsoifo,nyi. CA  

�ryr,olfonyl which MAY be aobntit])ted by I to 3  

�I kyl nod C,., a ryt -c ., alkyie]]i tony 1 and 

Ph in a diai,ot aliphatie hydrocarbon qro,p 

naineted ten. the groop Iiatirt f { ii A C], 

25 all,7 Lone, (ii) a C,., alkanyin],e, iii) I C,, alJ.yayl aaa 

or fi’ a greed of the fo,neIa, 

,rajn, p and 2 eaob S. a,, i1t,2ar of Ito H a,.d p + 

11111at191tc1 toH9]ino, NR, 6, SCOtSfln 

abater. A’ in a hydrogan, atoM. C,.. alkyl, C,, 

30 Cytloalkyl, C,_ atyl, C,_,, aralkyl or At, aCyl nalattad 

fros the gtoop consisting of fot,yI C]. Alkyl -

C6 P
lkyl_c.,,

 any1 -c arbotny 1, C.]. aryl -C] -. a tky I - 

ta rbonyl , c] a I ko,’y-oarbCt,yt C 6 aryi -C] , at keey-

Carbonyl, C], Aikylsolfonyl, C,.., aryLn]Ilenyt hieb 



0 
PCTd7&7 - 

10 

]OY be subs tit,tag by I to 3 c[, alkyl and C,_. aLyI-C.. 

e1kyIo1footy1, eaoh of .hIch divalent gLoop .ay be 
.b&tjtet,d by 1 to S .b.trater,ta selected from the 
9to]p consisting of halogen, ]itto, oyaoo. C A alkyl 
ehjo h ay be halogenated, CIA oyoloa I kyl C -’ I koy 

Anion 

cay be halogeoated, C]., a1)1thio shich may be 
halogenated hydro]�y, acino. .o-t  I a1Jq1aai.i di-C. 

a1kyla]oi000, C. atyt, C,_!, talkyl C,_]. atylo.y, oo. 
fooleyl C, alyI-oathonya C_a aflI-Carbo]yI. Cs]] 

10 atyr_Co& aIkyI-oarboflyl, e. alkety,-oabonyI C.! aLyi_ 
C]., a1koj,-oatbofly1. C,. alkylsolfooyr C, 
aty1eIfonyI which easy be shetitoted by 1 to 3 
ci wi and C,_, atyl _C–.a aiJwI olConyI 

I Cpo,od of the abo,e {I} ,,berejoo it to a 
15 gco,p of the (otola, 

U],, COO]. Carl or OCR 
I, F, 

R k P 

20 

herein It bee the name eanicg ac defined abo,,e 

(4) a toagnuod Of the above (1) aboarion R’ and 
eath Ia a hydtoge] ato.. 

(5) a oocpo]].,d of the above (I) aterren. R’, H 
2$ and earil On CL, .alkyl. 

(6) a oocpound of the above (I) contain R if  

a I ky 1, 

(7) a oo.opoond of the above hetein AV is a 
CA it aryl ehith �ay by s bttjt’oted by 1 to 

30 -really oeotc eciected fro. the 9t0ep ... rating of 
halogen C,_, aflyl and aikosy, 

(H) a ooapa.ow of the abo,,a (1) vheaXn ti,,g A in 
a

 

reasoning" "it ro3en -ronta in in9 altg=cYclIt ring 
sells cay be 0titoted, 

35 (9) a coerenod of the above { I) .herein 0 I. 

cethylene, 

19O< 

WOfl41 vernal - 

II 

(10) a roapound of the above 1) tAsyssin V Ia CII 

Eli] a ooacend or the above (I) shares. Os Lea 
qrCup of the forwila 

R 

vhetejo reeectIva syboia have the n.e meanings an 
safe" above, 

10 {12] a onepound of the above (1} Wherein F’ Ic 0._a 
aryl ehith easy be substituted, 

(I]) a CCpoIa]d of the above )I] h,rein p!’ in a 
hydtogeo ato, 

(141 a colepeund of the above 1 wherein at is a 
15 bond, 

(1$) a coeoofld of the abo,,. (I) vherei,’ nit 1, 
(16) a "spread of the lb," (1) hereI., RLand 

Ro 

ecob S. a hydrogen atom; 

0, no  W. and I e&oh is a our a1)1; 

20 As La a phanyl shish any he sub.tit,ted by Ito 3 
a chat itnenta cc ’noted Ito. the horse t one Lot jog of 
halogen, CO, aikyl and C, aikoy; 

nag A is a 6 -ceaSe red nit rogmo -t onta mng heterocycle 
ring; 

25 K is mvthyie.oe; 

V is CE] on N; 

Sa La a grnop of the forain, 

H�C H 

30 k’ 
vhereia At is a ph�,]yI ,.hioh flay be substitute, by 1 
to 3 nubetit,eate aeleoted from the group consisting of 
halogen 0,O, alkyl and C], alkoty; and a" in a 

35 hydrogen bas; 

Oh it a bond of a C, alkylene At may he mubetltuted 

by a C.  a yracy and 



or IcolAIA 1101 11 It 

- 

1? 

–. in I or 2, 

17} a copoond of the ab,,n (I) wherein 
5! 

and N’ 

,,on in A hydrogen atean; 

B’. k’, R. a,.d As Inch is a C,_, alA,’; 

S At is a Ca_!. aryl which my be sobstiulted by a 

aethyie,1edioy; 

ring A is a 6-Metered nit ,l1tontailing heterocyclic 

X is aethyl,a; 

Ic 7 is OiorN; 

2a in a groop of the tor.uln CR,, cccli no 

h. 
IS iherein P’ in a hydropea ato. or Ci,, at,’; 

is 

is a bond OC A (i) a11oylen. or (ii) 

Alkeryl4aw group which say be s.batitatna by a C,,, 

r,l; and 

a in 

20 (IB) a oo�pond of the aboee hernio R and N’ 

eath in hydron 

&. 5’, 5’, and R’ each in a C,. Alkyl; 

ke in a Ci,, aryl ,biols May be 5,,bstitotad by I to 3 

nnhs tit,aeot a selected cook the g!.!] p COfis isti 19 of 

25 calorie., Bethyie,,edioKy, C,_, alkyl and C,A aikoy; 

ring A £ a a 6 -.e.bered alt roge,l_oota i N iI9 heterocyclic 

no5; 

X Ia eathylnon; 

V is CH on N; 

30 Z. is a grolap of the ftnnLa, 

CH, CE{. Ccli or i�OH 

� k 
35 

hereio A" is a hydrogno atos on a C,_,5 any, which any 

be a, is Ci tnted by a h. 11g14; ,,W Ria is a hydroge,, atom 

CA �226d5l n9�Sl�2l 

wo 

13 

or a C,,, stalkyI1 

Zb is a word or a divalent gnolsp selected fno.s the 

groop IQnsisting of i, � t,, a1kyIaj1e Ali  AC,. 

a tAsnyl erIe And (AxAl a grolaP of the Loranala 

5 _(CR._M�_(CHd5_ eherein p and q each is st i]lteIan 

ore to 
s, p’q  in al. integer of A to   and A 11  or 

114, each of which dingiest grolap any be a,]bntit,ted by 

a C.,, aryl; a,,d 

ala 1 or 2, 

II i9 a oospool’d of the ahoec If which is 

S - lAin!-? � 3 -di hydro 2,i 6 7- tat raethy I ban so f,]nan-

2-y 1 ethyl] -N- (dip he raylse Chyl ) -4 -Direridi nanion 

- - I - ( 5_ seil!o-2 3 _dihydr&- 2 � 4 � 6 7 

tetreisethylbensofonao-2-yl )nthyl ] -Ii-(diphenyhsnthyl - 

is i-pip ridinatoe, 

a) - I - I 5- ai no-2 .3 -di hydro-2 4 � 6 - 

t.tenthyIbensofunan2yipsathyl -IT- diphs!.yllsethyl - 

4 -piper idloine, 

I - I 5 -asino-2 3- dihydo-7 - in opropy I -I � I � 6-

20 triethy2S!.AOnAl!_1_yl)aethhI I (diphenyisetbyl 4 

pipenidin.eil1,. 

- } - I - 5 _aaioo- 2, 3-dihydro- I - i sopnopyi-2 .4 

rijant hylbe aroforala -2 _yl)set hyll-li_ dipbe ny inn thy’ -4-

rip s di ant be, 

25 ..{+1_1_L(5_1e111_2.3_dihydto-3-isopropyI_2,I,E_ 

riaethy I is aflaAn-2 _yI ]snthy il-li- diph�r,y i.e thy! -1 - 

pipenidinsaifta. on a salt thereof, 

10) a protes a for prodoolog a compound of rho 

abo.,n sboth tonpCiaen 

30 {i] reacting a ooaponnd of the fot*,ia: 



- 

14 

RI 

R’ _JLoNcu5 )i - I. 

.hee,s L rreaeata a I.Var.q 9rQup the other 5 r,b La 
hae the a&e eaFi]lga es defi]ed above , ot a salt 
theef with a t0.p].,d – the tone I a 

HK 4 V�Za--Zb�Ar 

dsere Las the respeCt i,,e symbol ha,,a tile I. ea La LOQS 
as delined aba, Ct S salt ther.o; 

15 ii) s,bjeC11as9 a colapoIld of the foC1&: 

V 
R!P5 a 

20 

wherein the respective sybo La has, the sate LseS li ga 
as defused above, or a Salt thereof to (a) alkyIatio.s 

b 5� yl at ion or c aoylatioas fo11oed by situation; 
(iii) reacting a toaspoesad as the torptaa 

25 

MixRI
 

- a 

(’p- ca,_1 
-CaO 

Rr 
30 

eherei., as represents an ifiteger of I to the other 
syebols bye the sass .easaissga by defined ahoa,e or a 
salt theseof with � otsapoond of the forssIa; 

S 
CA �254l3l 

PCTOfl17 - 

Is 

101-ad-Ar 

S onerei.] An represents a hydrogen eto or a hydrbos, 

group which may be sisbatitutedi Zl represents a 
dialaaat aliphatir hydroosbon group hlCh any be 
cbs titasted and may rental, oyge], � nitrogen or sulfur; 

Par haa the sane emerging as defined abo,,. or a celL 
10 thereof, 

(IV) reatIog a ceposaid of the forsula: 

I’ 
RIPIN 

15 

chereisi the repectin, sysbols have the a sat nsalung. 
as defined Above, or a salt thereof elth a co.pound of 
the foruIss 

10 

25 bersi,, the reapeotice sys.bols base usa .&ae 
as defined above, or a salt thereof, turn ollally 
followed by red50t1o12; or 
(e( subjecting a compound of the forsulsa 

30 go 

95 

35 sherelIl the relp5�tice ayabols hase the name 
as defined aboce or a salt thereof to (a) nitration 
111oeed by redsiotlo., or (bi diato coupling reertion 

follo,ed by dootion 

smmu 

EET (FM.E fl 



S 

wG_ 

52 

Raotion chain 2 

0yaea 

*xasewe 

d� ex 

&IIV OX) 

10 /// 

At 

20 

-�:: TTo-- 
15 L 

P- Reaot) 

Reterrl19 to coapo.]d {I) p.hereln L has the Sase 

30 eeoiog a dab loed aboeel r represefits 1 ot 21 

composed (IX) Wherein - can be Obtained by Vaunting 
cep.c.sd (VI) thereto -1, that is to say nosp–ed 

5211) (�theris’ s,  he, he earls aaaeing at 

wherein rJ with a Cyano oOsD000d. The �ye,s0 tospoo’sd 
35 iocledes, for esanpls, sodisa oyaslide potassium 

Lys’lds  And & mixture thereof. 11 is also possible to 

3 

propound first 0O.pouod (UV) wherein X.ethyle..e in the 

sa.e .saeeer as the Production at comparand 111I from 
L0.postod V) 

coapossod )flvr) can be produced by 5bjeotib9 

coepos.nd (Ill) and tospus,d {V0l} to ond sILo’s in 

the teas, eanner It the ptodu?tion of oospol.,d (I) troa 

Opound (VT) 

Canonical (I) can also be Prod soed by nitrating 

cosspo1od (XXVI) ill the saae ns�l!ser as is the process 

IS for prodootion of oon ond (LV) from compound Ill) and 

then reducing the nitro otwp its the sass .n,r as in 
the procesa tar ptodoction of coepoend VI eros 

LOSpound IV) MO1S05,er, the aT kyl atiots and aLylat too 

resotiotsa to .ththh oopossnd (VI) is optionally 

15 sobjeoted can be paneled out its combinatioli or in 

tepee it ton � The reaction eiatlte thus obta i ned Can be 

ls,d, either as it is or its a partially, purified for., 

for the tInt reaction but the product Lospoond can he 

easily isolated etea the raactio]  concern, by nude ade 

10 ktloa asthods atId further paribled by such separatory 

Procedures as reotys tall isa tion di St inst ion, 

htoestography, et 

Conpotnd { I } can be produced by subjecting 

Coeposstsd (XKVI) is diaso coupling £5501400 with a 

25 di.sos’is,a salt La llo.,ed by reduction of the resol C ifl 
550 ao.poond. The disso.ds,a salt that Ill b, used 

iticisIdes aryidl ....... An its such as bensenedla onion 

chloride. 4-nitrob,nrenedisaoniea chloride, 2,4-

dinitrohees’ediaronisse chloride, 4-

30 Ittlftbeotes’�diahOflt}]. ohloride � eta. The d 1510cm5 

Salt oao be prepared by the per as koown teohnalogy, 
for eltasple by the processes described is, JP -A-5-140112 

Add other 2itertord or say p&arlstee anhlogoee 

thereto. This die–s’nissn cospoond is osed its a 

35 proportion of aboet 0,9 to 3 nols per sal of oo,spoond 

tWO). This dine cssplioq rehatiots oats he Lartied 
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&dd�d And the Mixture isolated Sol 24 hora -After 
oG0lig, the theotion mixture I fiIter.d &Od washed 
.In diethyl etht. The filtrate HSS e&ttaoted ..in 
11-hydoh1ot1 sold ad the aees iayet eas And 

5 eakIy aciato with Saturated sql1eoes 8odi hydrogen 
08 rhonatS �I&HCO,J This sqs�e,s Isyet WAS ,an"  ith 
dithyI ether led sde weakly bssio With LII LatId 
seus HailCOl - This slist, as  sL exttected With ethyl 

acetate and the otgeio Intel was washed with saturated 
10 aqueous who dried oat MgSo, filtered, food 

ooesttsted mildly reduced pressure - The rsid,e was 
voystnIlluld (ton diethyl St hen hesane to pnv ids 0,59 

of the title o0ereod - Yield 28% - 

.p. 115-120C. 

IS lI-NJ4S {COC1,) 6: 1.45 iii. s), 1,518 Iii, 5). 

1.9-2.2 (III, }, 2.07 611, 9, 2.10 3II, 59. 3.5-

2-7 (49]. 5), 1.7-2.9 (lii, 5), 1.53 (114, d, 1.15.4 

Es), 2.9-3-05 (’H, If, 3.13 (114, d, J_l5.4 Hr), 

7.25 9214, d, H.fl 112), 7.42 IX. d. J-8 -S It), 
10 Re fete .o C gsa,epl. 6 

5-12 3-dihydro- 1,4,6 7 -tetta_ethyl -1-! { 4-phenyl- - 
Pipeindl,Iy1 sethy I beosofetess- 5_fl I tes ide 

To a spesslois of 2 1-dihydro-1 .4 6, 
tetaethyl_1_ E (4-pheisyl-I-pipenidinyi)isathyl I 

25 hullIflIllermind dihydhIonide 1.3 p9 ii. 
Itra hydrof ’I tao (10 All &N added lelotlo.. of Lodi.2ii 

carboisecs (0-95 9) An dust 0 10.) with it.-000liog red 
tIle eit,ot wes Stirred for 6 sinotes. The],, 0.26 isL 

If aostyl obloride es’ added dtoptse add the mixture 
10 was stirred atnOON te]sperature ton I is! en tea - This 

reat!on mixture Was dusted with enter and extract" 
dth 1 portions If ethyl soetate. The pooled ongaoio 

eas washed .ith water and SeoulIted sgØons Anti, 

Stud deal N950. ft I tered, and SOISSEAtrated under 

35 rethsoed pressere the resith,e Add Crystallized (toN 
ethyl soeta te (a tisopropyl ether to pro,,ide I - 1 7 or the 

0*12214211 

Pttn7 - 
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title oop000d Yield 904. 

n -p. 94_96’c. 

14-9m (Cool,) 52 1.41.5 314, 5), 1.6-1.9 (405, 8). 

2.0-2.7 IlK, 8), 2.5] 1K. d, J l5.4 115), 1.9-3.1 

5 314, CI. 6.5-6.7 19]. iS), 7.1-7.4 511, 0). 
RqteOe.,re Ew&p1e 7 

3-a11,ito-34, S. 7-tet ssetbyl-2-) 4-pl,eeyl -1-

pipe ra5 lays eathyl bee so In ran- $-yl I 
Ii yd to C h lot ide 

ID ]Isi.,q 2,3-dibydro-2.4.67-tetr4ethyl-1-] (4-

phenyl- lpjpe car ioyl)nethyl ]_S het ;o t, tanai ne the 

moo edore Or Re stenes RrI2iple S WAS cuss ti .s 

to pnolde 0-(2.3-dihydwo-2,4,6.2-tetratethyl-2_((4-

pheny 1_I_p iperes iiiyl 
) 

85 thyl teoso rota., 
- S-y1) toots.. ide - 

15 Yield 949 This prodoot was dtssol,,ed in 

t.trahoodruttull and otter the so1.,tlon Was diluted with 

.ethanol, a stoichiosettlo etneas of 10% 1101 solotion 

in methanol Set add.d. The siflisTs was Conoe,wnted 

sisder redoned pressiste Add rryst11ised frosi 

10 ethaieI/diethy1 ether to dioxide the title ooepj,id - 

s -p. 195_1991C. 

K_BOSH (O}1S0-d.] 8:1.62 3w, 5), 1.97 305, SI, 1.99. 

(IX. 5), 1.01 311, SI, 2.05 (366, 59, 3.01 IN, d. 

.115.8 SIr), 3.1-4.2 (119]. IS), 6.55 lii, t, .77.1 

25 66,). 6.99 (114, d, JH.2 142),7.26211, t, 1_I.’ 

6(r), 9.51 (0-55, 9), 10.5-10.9 (0.3 14, h!-) - 

Relents Eaample S 

N-sthyl-2. 1-dihydre_2,4,6,1-tatrspOethyI..2_1 [4_ 

pbs ny l. 
p 

ipenidioyl setbyl 1_S -b�ssroforanenioe 

30 Am a solotion of 14-[2,3-dihydno-2,4,S,1_ 

1e1rawethyl-2-( 4-phe]syl-1-

piperidinyl)ssthyl)hsnrofan_5_yi]acetaeide SE 96 gO 
in tetrahydrofutan IS SIL} Cal sddd 0.11 got lithsisa 

11 ecu i,oa hydtie in seal 1 pert ion a iiiider in s_ron li.9 - 

35 Tb, Ciwnire was then reflosed for 19 hoots. Alter this 

reaCtion Mixture was oisIed with ice. 0 4 9 Hilt 
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0 01 solotioo of the hadpwand, This Oolutio.. on, 

S fi lteted throo9h a bat t4r La £ fil tot And di epe.ised I at, 
dole, 10 of. per d1410 to provide an iolCttabi.. 

so Lot ioo for jot redero., ad ini tTat to,. which 000tajoed 

1 Ad of the Compound in eaoh ia1. 

Fots03iatio.. Ex,.pi. 2 

10 S -1,3 -Dlhydro- � 4 � 7- tetraeethy 1-2 -[(4 -phCyl - 

1-piper d10y1 ) ethyL 5 beoo0f orenssine dihydrochiot ide 

An, 41ssofl4Cd Ac 201 jAd> pP1y4t2,y)ea glyo1 400-

sail,’, to papooe 4 0.00% eoh.tin of the po.,nd. 

The eoltio.. was filtered thoo,sh a bacteoiol filter 

1 assd dispeneed into Tia1%, 10 03L PC dial, to provide an 

1,’ jec tab £4 00l!]t 1001 fox 1,.tradno us a Inietat ioo 

which contained 1 .sg of the ocapoond in each aol. 

Fovlation Fiawd,j. 3 

Opobod of Exe2eIe 5 1.0 5 
20 [2) LIotose 60.0 

(3) Co. starch 35,0 9 

(4) o�latjn 3.0 

(O M40044100A eteatate 2.0 g 

Usinç 30 4L of 10 0.1. I aq 0o3e solution of 

25 gelatin (3.0 9 as gelatin), a ai,,tre of 0.0 g the 

cUa..nd obtained in E1.p1e 5. 00.0 h lactose, and 

35. �0030 scorch row. gcanu lariat eel a 

0Le?e, dried It 40C, nold re,iesed. TIle 9111.11, tb,30 

obtained were aided with 2.0 g %gne4i!s],] atsaoae a[ld 

30 he Si xt 0330 coepres fl4 . The reeniting oore toe! eta 

ware coated with 4 suepension of e000sa, titanius 

dioxide, tab. and 915m erchic in datec. if, coated 

"flat. dOte Alfred 031t h bte&dax to Provide 1000 coated 

tabl,ts. 

35 tooT,. La t ion Exaaple 4 

The coapoOSOd obtained in Exeeple 40 WOO di000lArid 
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(73) Isll7�= sb..?I (Ii.: ndf WIN 5575 5952 
kUS sf0_s AL3] y, L ImNyborA81458h5 Afl 

55S.= LIyl4y, ii 5(354 If (Th.558L{*5858]. M3.s58..I.N’.7’, 
97. 11l_3678 5951.5 

(71) Nuff Th67. cIsIsJ  lyANb U(_ 
- .83454 yor 
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I � , 
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 wq)5i 5(I54; 546Th’ 5444759; 5*677 

*58Sy 
587555853.3sk5S 585825 R3 58P!= =b5854 
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=,a 33 bor 154565 LLnly, 65853* 5sy, 54 fra., 
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Li.). 9149586 000s3lnas ’58 a 4i585854 %sdL 1943’335867 Wryp 58)3548 58�7 bn 
5458k6*53d =57585555571.56.35; 55458573335658 
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