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REIVINDICACIONES MODIFICADAS 

1 Un compuesto de formuLa I 

an cuatquiera do sus formas estereoisómeras 0 una de sus mezdas an cuatqu{er re(acfOn, 
a una de sus sales farmaceuticamente aceptabLes, en el quo an (a formula’: 

at anillo A, quo comprende Los dos Ætonlos do carbono commas at anitlo A vat anillo de 
cictoa(quenilo en to formula I, as on anilto arornÆtico do 6 miembros; qua contiene I 
atomo de nitrOgono coma heteroÆtomo del aniLto, o on aniklo aroniÆtico de 5 miembros 

quo contiene I heteroÆtorno an at anilto one as on Ætorna do azufre; 

R1 yR4 Son H; 

R1y R3 son H; an dance di A es on anilLo aromÆtico do 6 miembros, 3 do Los gropes Rl, R2, 
Ri y R4 estÆn presentes y unidas a Los Ætomos de canbono an eL aniLlo A qua no ostÆn 
compartidos con et aniLto de cicloaLquenilo, y si A as on anitlo aroriiÆtico de 5 
miembros, dos de los grupos R1, R2, S3 y R4 estÆn presentes y urlidos a Los atomics de 
carboni, an el anillo .4 que no estæn rompartidos con at anitLo de ctbctoalquenito 

as fenilo 0 on grope Hetar, ambos do Los cuales estÆn sin sustituir 0 portan one, dos 
tres sustituyentes IdØnticos 0 diferentes seleccionados det grape qua consiste de: F, CL, 
Br, nlquito do C, Cs, atcoxinietflo de C1 -C3, CF. fenito, bencito, heterondt-matiL, alcoxi 
do C1 -C3, NH2, (aquUc do CrC3I-502NH-, y morfini!o; 

Heteroarilo as on grape piridiniLo; y 

El grupo letar PS pirrotilo, triazotito, pinazoLiLo, piridinito, pirazinito, becimidazolilo y 
benzodioxofflo; 

N es I a 3 

2. Una preparación tarniacØutica, qua comprende una dosis efectiva do at memos Un 

conipuesto de (a fôrniuta I Ia reivindicaciOn I, an cuatquiera de sus fornnas 

estereoisOmeras 0 Una do sus mezctas an cuakuier retaciOn, y/o una do sus sales 

farmacØuticamente aceptables y an vehicuLo farniaceuticamente aceptabLe, 
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(54) AMIDE DERIVATIVE AND NOCICEP1I1 ANTAGONISTS 

(57) The Iodine last  relates to a compound of the forniu is (I’] 

R, "Abrook"i 

(CH2)fl.0_(R5h 

Lii  

.- In"" S2 in lowsi aii donne subeuunsd by hyerocy, amino ’IQ the like, ring 0 Is phanyl, thin nyl and IS ige, a IS 
a single bond  .0. ,-S- end tee i he, ring 0 Is hetercoychic group and the ike, 55 is halogen atom. hJ rosy, lower 

C’ ci ky. 0010nale substituted by halo25 n atom etc., and the like, t is 0 or an integer of 105. When t is an Integer of 2 to 
6,euch the m.aybethe same ordhferent.misooruninteoroll toa, and nisoorerninteoerofl t04. and anodceptin 
antago n.:SI containing compound [I ’I as an active ingredient The compound [1’] shown, Al nociceptin annegoniato 
soti 1.1 � 0101 genie effect attend  sharp pain such an poatopersve pain and the Uks. The present invent oFt also relates 

o to the usa of certain smite derivafvs inclusive 01 compound (11 55 a nozicsptin antagonist Or anaLgesic. 
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uJ 
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opt’ oneily subshtuted by lower aIkowg, each of which main be Me some or date rent, and that the lower sky may be 
unsubsfihome . Spectre enampies Include methyl, ethyl, propyl, isopropyl, ted.uWl, hydroxyrnethyl, 2.hydrow/ethyl. 1,2-
dlhydroxyenhyl, ecetcrcpnethyL plisoyIo,/methyI, bramornetf’y, effluoronlethyl, nlethoxmetho4rnethyL methox-
yothokymethyl end tile like. 
!OD) Preferabl as bass aJM} rnoisty is a linear or branched alkyl ftaving Ito 4 rarbon atoms. At Fel Pro more 
preferubly many, ethyl propy I, ihopropyl. tert-buty, hydromottnyl ecetoxymethyl, trilluoronnethyl or methorynleth 
onymethyl and more preferably of  
[0066) Lower alkylanilno is a mon oalkyl ami rio group wherein the alleyl niciety Is defi n ad above as lower alfoj I. Spe 
clrlo cuampl as inclrj de nl athylarrl ’no, ethylemino proyl amino, lsopropy!ami no, te rI-butylamirlo end the like. 

or Inall Praferabl its alkyl moleW Is a linear orb repotred alkyl havin9 Ito 4 carbon atoms. At R’ and R2, It a more 
preferably nlethytarlftre. 
[0 0581 Dl(l ower)akylsrnlro Is a Sunni i ro group whereIn the a’ kyl ni ol ety is the same or Mail and in defined 
above as lower ever  Specific esamp len include oirnethylemino, di ethylemino, m et1iethylarn Ito, N-isopropyl N-iso-
bury I amino and the tie - 

rS IOMJ Prefsrey ifs sll mass, Is a Ii ricer Or brenohe S alky! having 1 ‰ 4 burden atorlis. At For , R5 and R°, it is 
more preferably dimethyl em:.11 
[0060] Lower alkenyl is linear chain elkenyl having ff06 carbon atoms. Exerr.ples thereof include vinyl, t-properry[. 

� 2-propenyl, I Pocono, 2-butenyl, 3 1 1 3-butadlenyl, 2 4 Pull i-pa ntioned I 3-pentadlenyl and I S,5-h has 
atrie flyl and the name  

litolOcarromal Exaniples thereof lnOh de phe nyl, neph-

003] Ring A a preferably phenyl wid nephthyi, rr.Dre preferably phenyl. Ring G and RE are prerereby phenyl. 
IO4I When It C Is Phenyl, substituent S5 is oreferably bonded at Pam -posihort 

he EtoRl the hatero store , wherein plural heteKo atonle may be 
is S to 20, intense eaamptea thereof include pyrld4, pyrailn, 

rehydroecrldinyl, 
aai* k*nGyp.a&a*uilwMaS the lute. 

(°M Ring G is memory pyridyl, benzofuranyl or 2,34hydrobenzohffnnyl, mere pwterably 2,a-dihydlobenlzo-
furanyL 
[OOSfl Ring A Is prefe rstj ;y a cyclIc concerns group  conthinl ng was or more nitrogen atoms at holes  atoms, and 

no Ills number of emma consnitullng by one he 9 no 14, More prete misy it is on rely. isog U inc l,l.. guinoxalyl, hall 
zolyl, 5,6,7,6-tetmrlydroquinclyl, 5,6,7,3-teahydroacrldinyl or 2,3- owed -1 H-oyclopenta[b]quinolyl, most pre!erably 
quimlyl, 5.6,7,6-tetra nydroacridlnyl or 2,3-dthydro- H -cyclope nte(b] ul n oly i. 
(006aj When the ring A, Postal it is preferable that P1 be an enninc group snnbstitutl nrg at the 4-position, S2 be 
lower alPar subatitu tI a g et the 2.p osition and -NHCO- eLbstinjts at the Petition, 

5? [0055) cwloe:ky, is a sewrsfsh cySalq) havin2 S no B carbon atoms which is exempLIfied by cyclopret, 
cyclobutyl, cyc ;opentyL cyclohelnyl, cyd ohepty I and cycloctyl. 
(00Th] Ring G s preferably cycl cnex’j I. 
(00711 Condensed aryl Is the above -dafl ned aryl whereIn the done defined cycloafkyl groups are condensed, 
which is a cyclic compound group wherein the nunnber OP atoms common no the ring Is 5 to 18  food he enamplee 

45 ifldt’ds inda9h, g>  Minimal -2-nophfhyb r, S,7,rerremro-3-Stengel, 1,244.tetnahedro-2-naphthyl, 5,6.7,6-tet-
rahydro-2-arrth ryl, 1.2 .3-trlhydroezulanyl and the liLt 
OOfl] Ring G is preferably 5,6,7,B-tetrahydro-2-nephtllyt 
00Th] Protected amino Is an amino group protected by on amino affecting group used in a typIcaL dllemical Mr. 

thesis. SpecifIc axemnlplee 01 the mine protecting group Include formyl, ecutyl banzoyl, henzyloteonyl, methoy- - 
Sr csthan;l. Iemf.bLhoxycetOIw.!, pilfhSloYb bsnzyl, Ipsyl end the fire -

[oe7e] Caton ammeang your is a cerboxy-p rotecting group Lined in a typical diemica I syndiesis. Specific exam-- 
plea thereof include methyl, mathoxyethoxymethyl. phanacul, phttnslin,idornethyl, etht. 2,7,2-trichioroethyl. 2-rnethyith-
ioathyl. barberry be myl, p-n ltrbanzyl. p-methoxiltenzyl, am everimmethysedial  and the III  
007SJ Hydrant  roteoning group Is hyd rosy-protecting group used 1.1 a typLl chaR’ loal synthesis. SpecIfic enenl - 

In cjas thereof istude etmethylsifyl, iefl.buAyldimaTIifI[eflyl, niettrfl benzyl, p-nlethosybenzyl, tert-butyl, triM, terrahydro-

py emyl, metn oxymeihyl, meth oxyet h oryethy I, acetyl, cement and the like. 
[007] In the aDeve -menh oned formula, [I], [1’] and [I �’], each Symbol preferatly means the following  
(Carl] Ring G s preferably styl. 
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Enample No. ORL-1 store bin ng Allodynia M . E .0. 
angles) 

Not-plate M. .0. 

Or 

arm)Ki WM] low WM] K? (InMI 

49 0.04 0.032 1.20 0.4640.3 1 

uni effective dose [LED mirinl7-1 

�ibblo 47 

ran’.;ie No. ORL-1 :rdng Ii bindin9 AJIodyrin M.Etc 
(mg/kg) 

rtot-platn M.E.D. 
lnmflg) 

1, 50 UnMI mC?(ruM) 10an (KM) tO 

51 017 0.002 i.40 0.625 

Cl 1.22 0.003 5.35 2012.  

52 . 2.35 0.I25 2.00 0.793 IS, 

63 I 1.03 0.064 1.42 0.545 3< 

9 0.073 3.5 1.352 3< 

O 0.0640

 0.108 3< 

7 0.089 2112

 

$11,

0.129 1.11 0.419 <3 10< 

13 0006 1.40 0.5411 
0ll

 aooa ’.iS a442 - S 

12 0007ni
 effectIve dos a 

Effects of the (invention 

[0225] As in a,cost from he above teal race ta the compound of the p resent i n’aentio ,,We sIrong analgesic 
etltot sue t, nociceg r residents action, and a on thereof shows selective action Oh 0 CL-i receptors as compare 
10 Opioid recsp0 ra (II, . a soepiore) :ncludiag a rsckp,or. 

!°2? Hence, ,’,e invsnthw compound rmn ffmbe a pt,srmnsceuiloaJ agent erfeotivs against pain, parioularly strong 
pair such en posoperarive per n and the no, or pal n caused by Sensory nerve abnonmality euctn as Imyperalgesia, all 

Is cyrris ,it  the Iifr. In sddlfon since tie northern shown s lective and on on a CL- I nacepror, it can be a sate phanna- - 
ceuhoel nger.t whhout mner<ad <Ida affects, 
O17I This application is based on applies ion if 1000291? 998 filed in Jul the content of which is incorpo rated 

Ire raimo by refera n08. 

5O ClaIms 

1. A reach ?i n ermta;onst coltal nm 9 an amide do mivetive of the fornnuIa [I 
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R3 x 

[1] 

tO 
and are tIle Same Or 6fte rent and each Is hydrogen atom lower alyl 0011181y subaftuted by hydro 

$fl!fl o, lower a sy ..... or di C owsr)alkylarn!.no; 
On end S’ are tile sane or ne rent ar,d each Ia hydroge, atofli baJoed mom Or lower Sloyl; I 
rir.g A is aryl o hetorocycl Ic gru up; 

5, ing 3 phenyl. this nyl. fur/ pyrrolyl, pyrc Ildinyl, oxazolyl or cyclohexe nyl; sn 
x ia rn3ar t’ logan etsum im.wr SS)d eptiieuy substkfed by low.r EJkOw lower elusryi, 

amino oyeno or a group of IhI toot u In 

� (cH2)m_E_(cH2)r3_ (R5)t 

30 

wher&n C is a s’.r.gls bond, carbon cc firlyl ,’C)_,-S’.’N HGO-, .CtOFE- whereIn F5 Is ttydro- - 
an atcnl or aryl or -N R7� wherein 47 Is hydrogen Morn, lower alkyl or lower all<Onycer nyl; 

ring G is eryl, hots rooydio group, cytlosi kyl or sondensed srt; 
15 F5 l,ey,g&rt earl, tdrow loawratyl opfonfysLsrnufed by ROY of Insiogen atom, hyro, 

lower slkanoyioxy and lower eltoxy optionally substituted by lower slkoay, lower F koxy cctlon ally 
eubsteuted by lower alkxy Mann, lower alkylamino, doaaIdMHqnun0. nitro, cyan lower 
elkanoyl. !awer alkanoytscy, oartosy, lower alkoqcarbonyl, lower sikylsu fonyl or phenyt; 
0s0orW1nteqerOf I tO 5, whIch Indicates the Or3rnber of sustiImenta on the sing G, eerefn 

40 whentissninnege’of2tos,eaoh Fltmaybethssarnaoidlrfer�ot 
� nlLsOorsnintegerof I toe; and 

I 104, 

or a pnwmaoejricnlly acosotabi s cult thereot as en aowe ingredient 

2. A u ociceptir, onnagon let contalni ng tile cmi oe de vetien of daim r wherein the nnqAfs,udoojfOrAphlrnneoai 
tica.ly acceptable en tho reof as a, eclise ingrndiert. 

3, A n000xpr0ln a4agOrdst cenhenog the emida Oerh,etpIs of cJalni I wIje rein the rng B is pheryl arId <is a group of 
no ft s formula 

(CH2)nrE_(CH2)rrfiHR5)t 
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wherein E.ringGRe,t,tp and nare asdefinsdinoiaim1,oraphermaceuticiiyecceptabiesat thereof asan 

soties I nqredent. 

4. A tiodcepvn IntragOse, Intel as snide derestive of cuairti 3, wherein the rir\g A is 

(N ?zlrlps. are 

wherein Re is lower al, or a pharrn aceutiiiy accepte est thereof as art active in0redient. 

25 5. At ends derivens Of the larval Ti’] 

Or 

11�] 
Sn 

wherein 51, ringS, Q, ring 0, on t, ruOld n as defined in Claim 1, o a pliermaceutioauy aeptabie Si. 

The 111 1, deriustive of 0she 6. wh ehad the rirtg 9is ph rayl and R° is iowet 05k)4, or a phsrmaceLdieaiy aosepmbie 

Olt thereof. 

7. The amide derivehue of claim 6, wherein the ansi no substitutes at the 4-position on a q ulnorn e skeleton. he 

15 methyl substibsti ng at the z-positio n On tne q ...and skeleton, a is -o and Use !199 B Of steel has a substitu etfit 

or fee fo,n,uis 

ne r&n ’no Ca, Ru. I,I aid n an earned in C! aim 1 � at the 2- posfie S � or a pharmaceutically aophie salt 

the rtoC 

r 
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Patents do Modelo do Utilidad 

Via Nacional C 

Via PCI (tase naconal) Cap.I Cap. II 

No. Sol International PCT/EP2003I008103 
Fecha do Presentaoion Internal. 24 do Julio do 2003 

Coma resultado del examen de fonda, realizado can fundamento an el artIu!o 45 de Is 
DecisiOn 486 do to Comision do ’a Comunidad Aniline, Se Ic comunica: 

1. Documontos estudiados 

Descripc  Folios: 51 a 120 coma as radico ir,icialr,iente 

ReMndicaciones: Folios jfl a 17 coma so radicO lriic[arrnonle 
Folios 209 modiflcsdas 

?dpridd:
 

Folios: I 
07 do Agosto de 2002, EP, 02017588.5 

Respuesta der solicitante: Folios 197 a 206 

2. Anallsis de Is Prioridad 

La fecha do prioridad del 07 do Agosto do 2002 y su carrespondiente documertta, son 
aceptados pare si estudio do patentabilidad. 

3. Objeto do Is invencón 

Titulo de Is soficitud; "CICLOALQUENILAMINAS ACILADAS FIETEROARIL-- 
CONDENSADAS V SU USO COMO COMPUESTOS FARMACLJTICOS’ FoLio 1 

El objeto do Is presente solicitud do patents de nvenciOn consiste en cornpuestos de 
formula I: 
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El problems planteado en esta solicitud es obtenercompuestos Otiles coma reguradores 
de Is enzirna sintasa oxide nitride (NO) pars el tratamiento de varies ostados de 
enfermedad los cuales inc!uyon desOrdenos cardiovasculares, 

Pars solucioriareste problernateonico Ia soliotud enestudio proporciona Un corupuesto 
do formula I y Bus preparaciones farmaceuticas. 

Clasiflcación Interriacional de Patentee (IPC): 
A61k31/381; A61K31/4155; A61K31/4184; .4611(31/427; A61K31/435; 4611<31/4436; 
.4611(31/444; A61K31/497; .4611(31/5377 

4. Do Is solicitud do Patento 

Reivindicaciones (articolo 30 0 486) 

S En Is reivindicaciOn 1 e! solicitante Be refiere a los radIcales R’, R2, R y R4 coma 
hid rag en o. 

S. Detorminacion del Eatable de Is TØcr,lca 

La feoha quo Se ha %enido an cuenta Para determhar at Eslado be Ia Tecnica es: 

Feeds do presentaciOn do Is solicitud prioritaria: 07 do Aoosto de 2002 

Consideranda quo Is fecha de presentaciOn do Is primera solicitud de patents de Is cual 
as reivindioa prioridad as  0710812002 so encontraron los siguientes dccumentos dcl 
estado do la tecnica relacionados, quo pueden afectar la pateritabilidad del objeto de Is 
presents solicitud: 

D 
I 

- ocumento Titulo Fechade-
 

�I  ’Amide derivatives and nociceptin I 31/01/2001 [D2 EP 1072263 i  

6. AnÆlisis do patentabilidad (articulo 14 D486) 

La reivindicacIOn 1 se retiere a un compuesto do formula general en cualquiera do Bus 
formas estereoisomeras 0 una do are mezclas on cualquier rejacian, o uris de sus sales 
farniaoeuticamento aceptables: 

La ReivindicaciOn 1 do D2 as refiere a un compuesto do formula jlJ quo corriprende la 
siguiente estructura quImca: (ver pagina 76, llneas 1-5) 

C]] 

Donde at realjzar Ids reemplazos do D2 pars R1 (hidrogerio), R2 (hidrogeno), R3 
(hidrogeno), R4 (haFOgeno, bajo alquilo), anillo A arilo o heterociclo), B (fenilo), X 
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(hidrogeno) a sus sales farmaoØuticamente aceptables, as obtienen los compuestos de 
Is salicitud presentada. 

D2 ensena an [a pagina 9, [0065] qua el smile  de heterociclo puede toner un grope de 
nitrOgeno a azufre come hoteroÆtomc y el nUmero de Ætomas constitutivos puede ser 
de 5a20. Ejemplos especJficos as retieren entre otros al 5, 6, 7, 6-tetrahidroquinolil. 

La carecteristica esencial de los compuestos de formula i de Is reivindicacion 1, as 
habia divulgado previamente an 02. Par lo cual Is reivindicociOn noes nueva, pare los 
reemplazos anterormente enunciates 

7, Conclusiôn: 

Los requisites de pateritabiliad de Is presents salicitud Se encuentran afectados as[: 

i 
Documento N Reivindicaciones Requisite qua erects 

0afectacas 

2 EP 1072263 1-2 (Paimente) 

B. Respuesta a los argumentos del solicitante 

El solicitante an el Folio 201 as reflere a qua el compuesto 127 no elects Is novedad, do 
acuerdo con los compuestos qua as exceptcian; este argumento as encueritra 
aceptedo; sin embargo en el nuevo oapltulo reivindicatorio nose tuvieron an cuenta y as 
incluyen en los compuestos presentados. 

En cunto al documento D3 as aclara al solicitante, due as empleo pare el anÆlisis de 
niiel iriventivo. 

Los argunientos referidos par el solicitante So encontraron validos fronts a Is resoluciOn 
del problems, POJ- lo torte Be Is supers modificar el capitulo reivindicatorie e incluir las 
excepciones a los compuestos cuando A poses on solo nitrogeno 0 eliminar dichas 
sustituciones 

En curi,plimiento del articulo 45 do Is DecisiÆn 466 de Is Cori do Is Comunidad 
Andina, as Is indica que dabs der respuesta contra del termino de 60 that contadas a 
partir de Is focha de notificaciôn de Is presents comunicacion. En case de no dar 
respuesta al presents requerimiento, 0 si a poser de Is respuesta subsistieran los 
impedimentos para Is concesiôn, as  denegarÆ Is patents. 

Notifiquese el presents oficio c fo e a lo dispuesto an el numeral 5.2, literal e), del 
capitulo quinto del titulo rim 

01

 Is Circular Jnica N lOde 2001. 

ALIXCARMENZA SP DES DEVERGEL 
Directors de Nuev Creaciones (C) 
El anterior re � erimiento foe notiticado par fijaciOn an lista, de techa 

CONCEPTOTECNICON0. 03715 EXAMINADORTECNICO 
Cadge No. 202070 


