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tigf the Pnven 

As used thtoughoo this specifim#on a4 the appetded claim, the following terns 

have the liogriwavings: 

The.tenn "s&euyL’ as used herein, irS to a 
anagbt 

or brawhtd chain 

10 hydrooabon containing from 2 to 10 carbons andeontaiuin at least one carbon-carbon 

� double bond formed by the removal of two hydrogens. RepmmUttive examples of alkenyl 

include, but are iot limited to, ethenyl, 2-propenyl, 2-n l-2picpery1, 3-butenyl, 4.. 

pentenyl, 5-bexenVI, 2hepteny1, 2-nethyl4-beptenyl. and 3-deoenyl. 

� The terniAINOW as used berein re*s to an aky1 Sroup as defined herein, 

� 15 appended to the paretit molecular moiety through an oxygen anm, Rstativc 

examples 10 - etyopoxy,2.propocy, 

buto%y, tort-butexy, penty1oy, and hexyloxy. 

� The cnn alkoxyalko*y," as used bereiti, refers to an Ucoxy group as dethied 

� herein, appended to the parent znolecidar moiety drough another akoxy gnrnp as defited 

20 hmin. Representative examples of aWoxyalkoxy include  but are not limited to, tert-

buroxytnethoxy, 2oxyethoxy, 2-methoxyettioxy, and methGx1iethoxy 

The term ’a1k4yk0," as used herein, refers to an a&oxy gnup, as defined herein, 

appended to the parent moicular moiety through 0 aky1 group, asdefined bsreirL 

Bsentive exaraplcs of alkoxyalkyl include, but are Wt thnitod to, te*butozymethyl, 

25 thoyethy1, 2-metho yethyi, and ineihoxymethyl. 

� 

The term ’tM1oxycarbouy1," as used heroin, refers to an alkoxy group M defined 

herein, aper4ed to the 
parent molecular moiety tinough a.ca:ayI group, as defined 

herein. Reresentath’e exames of aUcoxycarbonyl ino1nde htt. am not limited to, � methoxycaxbenyl, ethoxycarbonyl, and tert-butoxyearb*L 30 � The terii alkoxycarbouyiaiicy1," as used hftefa, refers to an a1ko*ycaiiy1 group, as defined hereta, appendedto the parent moiecuinr moiety thron& an alkyl group, as defined RepreaentarAve cxam$es &alkoxycarbouylalkyi include, but arç not � limited to, tboxycarbonyipropyi, fethox ibony1butyl an4 24ert butoxyoarbor1ethyL � � � � � � 35 The term "alkoxysulfouyi," as used herein, refers to an alkôxy group, as heroin, appended appended to the parent molecular vioitty.thneugh a suifonyl group, as 7 
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S defined herein. Representative examples of alkóxysuilonyl� Include, but are not limited to, 

metboxyeulfonyl, ethoxysulfonyi and propoxysulfonyL 

The t ta&y1," as used herein, refers to a straight or branched chain hydrocarbon 

containing from 1 to 10 carbon atoms. Representative examples of alkyl include, but are 

not limited to, methyl, ethyl, np370py1 so propYl n but 1, sec but) I iso butyl, tert but)1., n 

10 pentyl, isopentyl, neopentyl, u-hoxyl, 3-niethylhexyl, 2,2-diinethylpentyl 2,3-

dhnethylpcntyl, n-beptyl, n-octyl, n-nonyl, and n-deoyl. 

� The term ’aikylcarbonyl," as used herein, refers to an. aikyl group, as defined herein, 

appended to the parent molecular moiety through a carbonyl group, as deThied herein. 
� . . Representative examples of alkylcarbonyl include, but are not limited to, acetyl, 1-

I5 oxopropyl, 2,2-dimethyl-1-oxopropyl, 1-oxobutyl, and 1.oxopentyI. 

� The term"aikylcarbonylalkyl," as used herein, refers to an alkylcatbonyl group, as 

defined herein, appended to the parent molecular moiety through an alkyl group, as defined 

herein. Representative examples of aikylcarboiy1aikyl include, but are not limited to, 2. 

oxoprópyl3,3-diiuethyl-2-oxopropyl, 3-oxobutyl, and 3-oxopentyl. : 
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5 of alkylthio include, but are not limited, methylsuifanyl, othylsulfanyl, tert-butylsulIanyl, 

� and hexyleuifanyL 

The term alicyithicalkyl," as used herein, refers to an alkylthio group, as defined 

� herein, appended to the parent molecular moiety through an alkyl group, as defined herein. 

� Representative examples of üikylthioalkyl include, but are not limited, 

10 methylsulfanylmethyl and 2-(etbylsulfanyl)ethyt 

The term ’a1kyryl," as used herein, refers to a straight or branched chain 

hydrocarbon group containing from 2 to 10 carbon atoms and containing at làast  one 

carbon-carbon triple bond. Representative exavples of alkynyl include, but are not limited, 

� to acetylenyl, 1-propynyl, 2-propynyl, 3but3nyl, 2-pentynyl, and. 1-butynyl. 

15 The, term aryl’ as used herein, refers to a pinyigr4 or a bicyclic: or  tricyclic 
� fused ring system wherein one or more of the fused rings is a phenyl group. .Bicyclic fused 

� ring systems are exemplified by a phenyl group fused to a eycloalicyl group, as defined 
� 

herein, or another phenyl group. Tricyclic fused ring systems are exemplified by a bicylic 

fused ring system, as defined herein, fused to a cyoloalkyl group, as defined herein, or 

20 another phenyl group Representative examples of aryl include, but are not limited to, 

� antbràcenyl, azuienyl, fluorenyl, 2,34hydroindenyl, imlenyl, uapbthyl, 
� tetraliydronaphthyl, 

The aryl groups of this invention are substituted with 0, 1,2,3,4 or 5 substitunts 

independently selected from &kenyl, aialkoxya1koxy, alkoxyalkyl, alkozycarbonyl, 

� 25 alkoxycarbonylaikyl, alkoxysulfonyl; AONAklcarbonyl, a1kloarbonyin1ky1, 

alkyloarbonyloxy, akylsulfinyl3 aikylsuifonyl, aikyltbio, alkylthioaikyl, alkynyl, arylalkyl, 

aaylcarbonyl, carboxy, .oarboxyalkyl, cycloa kyl  cycloaklalkyl, cyano, cyaoaJ.kyl, 

� thylenedioxy, formyl, haloalkoxy,haloalkyt*WOW heterooyclealkyl, 

. heterocyelecarbouyl, hydroxy, hydroxyalkyl,mercapto, utethylenedioxy, nitro, 

30 � (lZJZ2)alkyl,-NRARB, (NR4R)carbónylaud (NRARB)SUIfODYL The aryl groups of this 
� � � Invention may also be substituted with 1 additional aryl group or 1 additional heterocycle 

� � wherein the additional aryl group and the additional heterocycle are substituted with 0, 1, 2, 

� � 

.3, 4  or 5 substituents independently selected from alkenyl, alkoxy, alkoxyalicoxy, 

� alkoxyalkyl, :alkoxyoarbonyl, aikoxycarbonyialkyl, alkoxysulfonyl, alkyl, alkylearbonyl, 
� 

� 35 alkylcarbonylalkyl, alkylcarbonyloxy, alkyisuifinyl, a&ylsu1fonyl alkylthio, aikylthioalkyl, 
� � � � alkynyl5 carboxy, carboxyalkyl, cyano, cyanoalkyl, ediylenedioxy, formyl, haloalkoxy, 

� haloalkyl, halogen, hydroxy, hydroxya&yl, mereapto,rnethylenódioxy,  nitro, (NZ1Zz)alkyl, 
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� 

5 -NRR, ARB)b1Yl ad R)suift RMw=Udfteamp3es of aryl 

substituted with 0,1,2,3,4 or 5 substiteents i1ude, but ore not limited tZ-
� � 

carboypbn4, -caiboxyp1ieny1; 4-oarbozyphenyl, 2-((4(dnethylani)propyI)-1-

piper nyi. r)pheny1, 2-({4-[3*mthy18ninopropyl]4-

� � piperazinyl)earbonyl)phenyl, 2-({4t2(4iieth)anæno)ethy1}-1-

10 piperazinyl}oarbonyl)phenyi, 2-{(droxyiohexy1)ojcarbony1}pheuy1. 

2({[1 

(hydmymethybu4arnino)carbonyi)pheuy1, 2-1[(24yroy-2-

phnr1ethy1)amcarbonyi}pheny1. ({1-methy2. � � 

pyflO1ldiI1y1)ethyI}ano}cal1ony1)pheUy1, 2({[3-(1H-fl1U4aiM-

15 y)ptopy1amineoarbmy1)pheuy1 

�2-[({I(1S,2R)-2-hydrox’oloheyi}met1}ao)y1jpheny1, and (18)4-hydroy-

2,34ihydtł I 4nden-2-y. 

� � The termIlarylanowwr as used herein, means anay1 group, as defined herein, 

appeflded to the parent moiecttlar moiety thrgh at  8iken1 gp, as defined 

20 Represettafhre examples of atylalkenyl inhidebut wmot limited to, e.-2-propeny1, 

� 2-phenyhiu1, and 4-phenyl--butciyL 

The term JI TT.s used herein, means an aryl group, as defined herein, 

appended to the parent molecular moiety through an alkyl group, as deflrdberei, 

� Representative examples of arylalkyl include, bntere not limited f 2phenyethyl, 

� 25 3-pben3propy1, and 2uap1ith-2-yletbyL 

The term ’ary1catbonyi" as used herein, means aA at4 group, as dethid herein, 
� � � appended to the pant molecular moiety through a carbonyl group, as defined hereim 

� Representative examples of arylcarbonyl noude but are net 1inited to, benzeyl, 2-

� chiorobeuzeyl, 3-methylbenzoyl, 3,4-dichlorobwozoyl, and 2,4 dirobeztoyL 

30 The term "aiylhydroxyalkyl" as used heiein, nteane an aryl group, as defined herein, 

� appended to the parent molecular moiety through an hydroxyay1 group, as defmed herein. 

Representative examples of aryihydroxyalkyl include, but are not 1–zn–d to 2ydroxy2-

� � � 

phenyletbyl, 24 dr ylpropyl, and . ;4phen34propyl. � � 

The term aiiony used herein, rers to a-C(0) group, � 35 � � � The term 1100toxyalkyl," as used herein, refers toa cab group, as defined � � herein, appended 

to 
the pant molecular moiety-through an alkyl, oup, as deed herein. � � 10 � � � � � .:... . .. 
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5 Representative examples of carboxyalkyl include, but are no limited to, carboxymethyl, 2-
� 

carboxyothyl, and 3-carboxypropyL 

The term cyano," as used herein, refers to a ’CN group, 

The term "cyanoalky as used herein, refers to a cyano group, as defined herein, 

appended to the parent molecular moiety through an alkyl group, as defined herela 

� 10 Representative examples of oyanoalkyl include, but are not limited to, cyanomethyl, 2-

cyanoethyl, and 3-cyanopropyk 

The term. llcyeloalkylll as used herein, means a saturated cyclic hydrocarbon group 

containing from 3 to 8 carbons. Examples of cyoloalkyl include cyclopropyl, Oyclobutyl, 

cyclopentyl, cyclohexyl, cyclobeptyl, and cyclooctyL 

15 The cycloalkyl groups of this invention are substituted with 0, 1, 2 or 3 substilnents 

� independently selected from a1kenyl aikoxy, alkoxyalicoxy, alkoxyaikyl, alkoxycarboæyl, 

alkoxycarbonylalkyl, alkdxysulfonyl, alkyl, aky1carbonyl, aikylcarbonylalkyl, 

alkylcarbonyloxy, alkylsulfinyl, alkylsulforiyl, alJylthio, alkylthioalkyl, alkynyl, carboxy, 

carboxyalkyl, cyano, cyanoalkyl, formyl, lialoalkoxy, ba1oaikyl halogen, hydroxy, 

� 20 hydroxyallcyl, mercapto, oxo, (NZ1Z2)alkyi, -NRAR.S, (NRR0)carbquyl and 

� (NRAR.)su1fOnyi. Representative examples of cycloalkyl substituted with 0,, 1,2 or 3 

substitueixts include, but are not limited to, 4-hydroxycyclohexyl and 2-hydroxycyclohexyL 

The term "ethylcuedioxy," as used herein, refers to a -O(CH2)20.-group Wherein the 

oxygen atoms of the ethylenedioxy group are attached to the parent molecular moiety 

25. through one carbon atom forming a 5 membered ring or the oxygen atoms of the 

ethylenedioxy group are attached to the parent molecular moiety Through two adjacent 

carbon atoms forming a six membered ring. . . . 
The term "formyl," as used heroin, refers to a .C(0)H group. 

The term used iterein, refers to -Cl, -Br, -I or Jr. 

30 The term "haloalkoxy," as used herein, refers to at least one halogen, as defined 

herein, appended to the parent molecular moiety through an alicoxy group, as defined 

herein. Representative examples of haloa&oxy include, but are not limited to, 

� � chlorometl-ioxy, 2-fluoroethoxy, trifluoromethoxy, and pentauluoroethoxy. 

The term "lialoalkyl," as used herein, refers to at least one halogen, as defined 

35 herein, appended to the parent molecular moiety through an .alkyl group, as defined herein. 
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S The term royW or "h*rocy1ic as UWboft,mfersta 

bicyclic, or tricyclic thlg3ystOni. Monocyclic ring systems 
ae 

eenap1ified by any 3- or 4-

membered rngcontainizg it heteroatGm n4ependently seleemd from oxygen, nftrou and 

8Ulf4r or a 5-, 6- or 7-membered ring containing one, two Or ftft heteroatems wherein the 

� heteratoms are fiUlopeadently selected from nitrogen, oxygen and anlfur The 5-membered 

10 ring bas from 0-2 double bonds and the 6- 4 ring have from 03 double 

bonds. Reprwmtative examples of monoeyà& ring Systems include, but are wt 
limited 

to 

azetidinyl, azepanyl, Łziridinyi, diazepinyl, 1,3-41ozoJanyl, dioxatty1 dithiazy13 furyl, 

� 

imidazolyl, ftii&zoUnyi, imidazolidWj iseiaoly3 isetbiazolinyl, isothiazolidinyi, 

ì.sozazolyl, iSOX Z4)JillyI, iSGxa2o2idinyIadia4JyJ, oxadiazolinyl, 

15 oxadiazoiidlyl,.ozolyi, oxazolinyl, oxmUnyl,piperazinyl yrany1, 

� pyrazinyl, pyrazolyl, pyrazOiinyl, pyrazo1idiny. 1[Lpyrbudiiy1, pyridazinyl, 

T; pytrólinyl. pylidinyl, tofrahydrofuranyl, te1iy4roUrieny1, tetra2iuyl, tetrazolyl, 

� thiadiazolyl, thiadiazolinyl, thiadiazollinyl, thiazo1y, ta4my1 thiazcidinyl, thienyl, 

� thmQphOlULyl, 1,1-dioxidoThiomorphoUnyl (thiamorpholhie sulfbne), tbinpyznyi, � 

20 trIÆzinyi,triazoli, and trithiany. .Bicyclic 
rin y are łemplified by any of the above � rnonocyehc ring systems fused to an aryl group ao defIned herein, a cyoloalkyl group as defined herein, or another inonooyÆlie ring systemi Represontstive examples of bicyclic ring systems include but are not limited to, for example, bamimidawlyl, benzodioxinyl, 

zothiazoJyl, bexothinyl, be oriazoiy, benzoxazolpl,b faay1, bevzopyranyl, 25 bonotbiopymyl, cinnolinyl indazolyJ, indolyl, 2,3-ydroindolyl, ixido1iiuyl, napbthyrdinyi, i,5obenzothranyl, Isobenzothimyl, isoindolyl, lsoqftinolinyl, pbthalazüiyl, pyranopyridittyl, quinolinyl, juinolizinyl, quinoxalinyl, quinazolinyl, � tetrabydroisoquinolinyl, tetraydroquiuolinyL and thiopyra yriÆiuyL Thoycio rings � � systems are eemp1ifIed by any of the above bicyctic ring systems fsedto 

an atyl group as � 30 dened herein, a cycloaficyl group as defined herein, or a irieeoyclic ring system. � Representathe examples of tricyclic ring systems include, big are not 1imitd to acridinyl, carbazolYl, carbolinyl, diJ nzolb,d)ftiranyl, dlbeazobtbinnyl, nepbtho[2,3-b)furan, napbtho2,3-bthieny, phenaziuyl, phenothiaziiayL p14z4,ianthreiyt, � � � � tbioxantbenyl and xantbeai, � � 35 � The beteroeyeIs of this invention are substituted with 0, 1, 2, or 3 substituMts independently se1cted from aikenyl, aikoxy, alkoxyalkoxy, alkoxytlkyl, a&oxyearbonyl, � aoxycaiyiaikyl, a x5FzUlfouyl, alkyi., aikbonyl, aiky1b,nylallyi, 12 
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5 claimed is: 

I Ac pound of formula(I) 

(I), 

or a hannaeeuticaUy acceptable salt, ester; amide or prodrug thereof. wiaereml 

10- T, X, W, and Y are 
independently

 selected from the group consisting of C and N 

provided that at most, only two of T X Wand Y can be nitrogen at the same time; 
� - - : ion- MA 

ilected from  group consisting of aryl, arylalkenyl, aryla1kyli 
. 

heterocycloelkenyl and heteroyclealkyl, 

15 

alkyicarbonyoxy, allcylthio, a1kyny1 

orboxy, cyano, fonnyl haloalko.y, haioalkyl, hydroxy, bydroxyalkyl, nrcapto, 

intro, -NZiZi, (NZ1Zz)oarbonyl and (N7-1Z2)sulfonyl wherein Z I and Z2 are independently 

selected from the g-r-OUpGOnSISthg of hydrogen alkyl, alkylcarbonyl and founyl, 

20 
RaaiidRs tlalætö s froi group 

nyIATqxalkoxycarbonyl, alkyt, alkylcarbonyl,a&ylcathonyloxy, 

a&ylthio, alkynyl, carboxy, cyano, fonny1,1l haloalkoxy, 1oalkyt, hydrcry, 

hydroxyalkyl, ineroapto, nitro, -NZ1Z2, (NZ1Z2)carbonyl and (NZ1Z2)sulfonyl wherein Z 

and Z2. we independently selected from the group consisting of hydrogen, alkyl, 

25 -alkylcarboziyl and formyl, 

a co ofyaiylaikeny1, arylalkyl. hd1 
. 

heterocyckaikenyl and heterocyolcalkyl, and 

R7 is selected from the group oonsinting of di and alkyl 

30 2 A compound according to claim I wherein. 

1, X.Y and are C, 

ZisO, 

R1 s selected from the group consisting ylalkyl and heterocycle, and 

- 
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DI 

Of ademªs enseæa que entre los ejemplos del tØrnilno alcoxi se encuentra metoxi (Ver 
pÆgina 8, lIneas 14-16); entre los de alquilo se encuentra metilo, etilo, n-propilo entre 
otros (Ver pgina 8, lIneas 7-12), entre los de arilo se encuentra ferillo y el arilo puede 
estar sustituido con 0,1,2,3,4 o sustituyentes seleccionados ante alcoxi, aiquilo y 
haiOgeno (Ver pàgina 9, lineas 15,24-28); entre los de halógeno se encuentran �CL Br, - 
1 o �F (Ver pgina 11, linea 29); entre los heterociclos se,-encuentran morfolinil, 
piperidinil, piridinhl y pirrolidH entre otros (Ver pÆgina 12, lineas 5,14-17) 

Los compuestos objeto de esta solicitud se diferencian de los compuestos de Dl, en quo 
los sustituyentes como arilo o heteroarilo se encuentran, explicitamente come fenila, 
piridinilo, morfonhlo, pirrolidino y piperidino y que se encuentra adicionalmente, el 
sustftuyente L. Dl, sin embargo ya sugerfa los sustituyentes tanto para arilo como para 
heteroarilo, como se mencioriO anteriormente. 

El hecho de incluir estas diferentes sustituciones en los compuestos que so daban a 
conocer en Dl, causa que se obtengan compuestos ütiles en enfermedades quo incluyen 
fibromialgia, ADHD, dolor neuroptico, incontinencia urinaria, ansiedad, depresiôn, y 
esquiofrenia entre otros. 

Sin embargo, esta diferencia no parece conceder un efecto tØcnico superior ni 
Inesperado a los compuestos de la solicitud presentada, puesto quo los compuestos de 
Dl, tambiØn son Otiles en los desórdenes del SNC, los cuales incluyen ansiedad, 
depresiOn, y dolor entre otros, at igual quo los compuestos de la solicitud presentada (Ver
pÆgina 1). AdemÆs, no se evidencia en los resultados de actividad para los compuestos 
objeto do invención, los cuales se encuentran sugeridos en Dl, que no actüan como 
activadores de guanilato ciclasa. 

El Problema TØcnico Objetivo era obtener compuestos derivados de indazol ütiles para el 
tratamiento de enfermedades que incluyen fibromialgia, ADHD, dolor neuropÆtico, 
incontinencia urinaria, ansiedad, depreshOn y esquizofrenia entre otros. 

La reivindicaciôn es obvia, porque el Experto en la Materia enfrentado al problema de 
obtener "compuestos derivados de indazol ütiles para el tratamiento do enfermedades 
quo incluyen fibromialgia, ADHD, dolor neuroptico, inconthnencia urinaria, ansiedad, 
depresiOn y esquizofrenia entre otros", realizaria los reemplazos quo se revelan en Dl, 
logrando do esta forma los compuestos objeto de esta solicitud. Por tanto, la 
reivindicaciôrj 1  no tiene Mvel Inventive. Las reivindicaciones depend ientes 2-25 y 30-32, 
no menciona alguna caracterIstica quo haga inventbvos a los compuestos do la 
reivindicación 1, por lo cual se considera que no tienen nivel inventivo. 

8. Conclusion: 

Los requisitos de patentabilidad do la presente solicitud se encuentran afectados as!, 

N Documento No Rejes Requisito que afecta afectadas 
D14-WO 03/076408 1-25,30-32 Nivel lnventrvo j 




