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Asum&ﬁmughwﬂthmspmzﬁcaﬁmﬁnd%heawmaéchm,ﬂwﬁmemgtm

have the following meanings: -

Thw@;m"alkenyi, asusedhmmn,mﬁmtoamghtmmmhedcm

‘ hydrooarbon containing from 2 to 10 carbms md oontaining at least one ¢arbon-carbon
_ double beaad fmmaﬁ by the removal of two hydmgens Representative examples of alkenyl
-; molude, but are not Yimited to, ethenyl, Z-pmpenyl Z-Myi—zﬁmpenyl 3butenyl, 4+

pantenyl Swhex&nyk, ﬁwenyl 2-methyl-1-hepteryl, and 3-deoenyl. |
e asmdbﬁmmra&wwmaﬁzylgmup,asdeﬁmdhmm, -
appended to the pamxt leoular moisty ﬁzrmgh an oxygan BHOMm. Repmemve

| examples a_@m’?% PIOPOXY, 2-PrOpoxy,

\ bumy tert-butexy, peaty

tyioxy, and hexyloxy. ; ;
" 'The tarm "alkaxyalkexy," a5 Uged hierein; vefers 1o an alkoxy group, 8 defined -

~berein, appeaded to the patent molecular mozety ﬁmugh anothet alkoxy group, as defined
 herein, Rzpmsemanve examples of alkoxyalleoxy include, but are not hamtad 0, ta‘t— :
E butoxyme&wxy 2@'&mayeﬂmxy, 2~methoxyeﬂzoxy, and methoxymethoxy.- '

alkogyalkyl," as used berein, tefers to an alkexy group, as defined herein,

’ appanded to ﬂw pamnt mdlecular moisty through an alkyl group, as deﬂnadhmn_ \
: Rspresemm exmﬁpies ﬁf aikmyanqu incinde, but are not hm’aad 10, mbmaxymsthyl,

alk '_if"arbonyl " asumdhmwfemmma&oxygmw,asdeﬁmd
heram, appen%d to the parent molecular moiety through a carbor i} group, as dﬁﬁned

herein, R@rwmuw mnq:!es of alkoxycarbomyl meiw&e, !mt awe pot Hmitéd to,
methoxycazb&myl, eﬁm)tywbonyl and ter€~buwxycarbeny1

'The term auwxycarb@nylaﬂcyl ” 88 useﬂ ﬁmiﬁ, vefers to an alkoxycaﬁmyl g:oup,
; ended to the parent moleculay molety firongh an alky? group, as
enitative examples of alkoxycarbonylalky! include, but are not

lmuwdto, .m _;'IpmpylA-eﬂzoxym&mﬁbum,mﬂg-tem.

butoxycarbunylﬁﬁnyi . o
The texmn “slkoxysulfon; ”asusedhersm,refmw&naﬂs:axygmup,asdeﬁned

herem, appemﬂeda@@md@d to the param molecylar mowy ﬂ:wugh a sulfory] group, as

7.
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. defined herein. Representative examples of aﬂtoxysulfonyl mclude but ate not Iumted 1o, -

mcthoxysulfonyl ethoxysulfortyl and propoxysulfonyl.

The fénn“anm " as used herein, refers to a siraight or branched chain hydrocarbon
oomazmng from 110 10 carbon atoms. Representatwe examples of alkyl mclude, butare
ot limited to mdthyl; ethyl nptopyl, mo%propyl butyl, sec-butyl, iso-butyl, tart-butyl i —',_ff

pentyl, 1sopenty1 neopentyl n-hexyl, 3—methy1hexy1 2 2-dimethylpentyl, 2, 3- ‘
dm:ethyipentyl n-heptyl, n-octyl, n-nonyl, and u-decyl

- The term’ "alkylcarbonyl, as used herem, refers to an alkyl group, as deﬁned herem,
appended to the parent molecular mowty tbrough a carbonyl group, as deﬁned herem
Repfeseﬁtative examples of alkylcarbonyl include, biit are not limited to, aoety;, 1-

~ oxoptopyl, 2,2-d1methy1~1-ox0propy1 1-oxobutyl, and 1-axopentyl.

The term "alkyloarbonylalkyl "'as used herem, refers to-an alkylcarbonyl group, as
defined herem, appended to the parent moleculax mowty through an alkyi group, as defined
herein. Representative examples of alkylcarbonyla]kyl include, but are not lnmted to, 2~
oxopropyl 3 3-d1methyl~2~oxopropy1 3-oxo'buty1 and 3—oxopenty1 ‘

. The term "alkylcarbonyloxy," as used herem, refers to an alkylcarbonyl group, as
defined herem, appended to the parent molecular mmety through an oxygen atom
R,eprssantauve examples of alkylcarbonyloxy mcluﬂs, but.are not Ilmn‘:ed to, acetyloxy,

'ethylcarbonyloxy, and terbbutylcarbonyloxy

The term “alkylene," denotes a divalent group derxved from 2 stra1ght or branched

_ chain hydrocarbon of from 1 to 10 carbott atoms. Represemanve examples of alkylene

include, butareno’c hnmedto -CHy-, “CH;CH,-, '-CHz(:HzCHy- CHZCI-I;;CIﬁCHz- and

~CHyCH(CH:)CHy~.

The term "alkylsu}ﬁnyl," as used herein, refers toan alkyl group, as c‘leﬁned herem,
appended to the parent molecular mmety through a sulfinyl group, as deﬁned herein.
Representatwe examples of alkylsulﬂnyl mclude, but are not hnuted to, methyisulﬁnyl and
ethylsulﬁnyl ‘

The term “alkylwlfonyl " ag used h/arem, refers to an alkyl group, as deﬁned herein,
appended to'the parent molecular moiety through ] sulfonyl group, as deﬁned herein,
Representanve examples of alkylsulfonyl mclude, but are not limited to, methylsu]foayl and

 ethylsulfonyl.

The term “alkylthio," as used herem, refers toan alkyl group, as deﬁned herem,

appended o the parent molecular mmety through a sulﬁlr atotn. Rapresentanve examples
. . S .
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of alkylthio mcluda but are not limited, methylsulfanyl ethylmlfanyl tett—bu’cylsulfanyi
and hexylsulfanyl i

The term. "alkylthwalkyl " ag used herein, refars to an a]kylﬂuo group, as deﬁned

“herein, appended to the patent molecular molety thmugh an alkyl group, as deﬁned herein,

Representative examples of alkylthioalkyl include, btit are not imited,
methylsulfanylmethyl and 2~(ethy1sulfany1)ethy1 :

_ The term "alkynyl," as used herein, refers 1o a straight or branched cham
hydrooarbon group containing frot 2 to 10 carbon amms and containing at Ieast one
carbon-carbon triple bond. Representative. examples of alkynyl include, but are not limited,

o 10 acetylenyl, l-propynyl 2-propyuyl, 3-butynyl, 2~pentyny1 and 1-butynyl. .
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" The yerm." afyI}" as used herein, refers to a phenyi growp; ora blcychc pr a tricyclic

fused ring systein whetein one or more of the fused ﬂngs is a pheny! group. Bwychc fused

: rmg systems are exemplified by a phcnyl group fused to a cycloalkyl group, as defined
herem, or another ‘phenyl group. ‘Tricyclic fused nng systems are emmphﬂed bya bwyclm
fused rmg system; as defined herein, fused to a cycloalkyl group, as defined herem, or
another phenyl group Representative examples of aryi include; but are not hmzted 1o,
anthracenyl azulenyl, flucrenyl, 2 3-d1hydromdenyl, indenyl, naphthyl 1l

: ten'ahyd:onaph’chyl \

The aryl groups of this invention: are substztuted with 9, 1, 2 3, 4 or 5 subsﬁtuents
mdependenﬂy selected from alkenyl, alancy, alkoxyalkoxy, alkoxyalkyl alkaxycarbonyl
alkoxycarbonylaikyl, alkoxysulfonyl, amlkylcarbonyl, a]kylcarhonyla]kyl

_alkylcatbonyloxy alkylsulﬁnyl, alkylsulfonyl, alkylﬂno, alkylthioallkyl, a]kynyl arylalkyl _

axylcaﬂ:ouyl carboxy, carboxyalkyl, eycloalkyl, cycloa]kylalkyl, cyano, cyanoalkyl,
emylenechoxy, formyl, haloalkoxy, haloalkyl, g §; beterocyclealkyl, |
heterocyclecarbonyl hydroxy, hydroxyalkyl mercapto, methylenedmxy, mtro,
(NZ;Zp)alkyl, -NRARs, (NRaRg)carbonyl and (NRARB)sulfonyl The aryl g;oups of this

- invention may also be substituted with 1 addiﬁonai aryl group or 1 additiona’l heterocycle
wherem the addmonal aryl group and the addmonal heterocycle are subs’atuted with 0, 1, 2,

‘3,40r5 subst:tuents 1ndepandent1y selected t‘rom alkenyl alkoxy, alkoxyalkoxy,

- alkoxyalkyl, alkoxycarbonyl alkoxycarbonyla]kyl a]koxysulfonyl alkyl, alkylcarbonyl

alkylcarbonylalkyl, chylcarbonyloxy, alkylsulﬁ:nyl, alkylsulfonyl aIkylthlo, aﬂcylﬂuoa]kyl

o alkynyl car’oaxy, eaxboxya]kyl cyano, cyanoalkyl ethylenedxoxy, formyl, haloalkoxy,
S haloalkyl halogen, hydroxy, hydroxyalkyl mercapto methylenedxoxy, nﬂm, (NZ1Zz)a1ky1 :
. 9 _
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'\ carboxyphenyl, 3-carbok
_. pxpemmyl}c&rbﬁﬁyi}ph@nyh 2~ {4»[3*(%6&5’1&@0}@1’%1}#1-

PCT{USO3!06678
afbety imammka)wlm mwmmemmpm@fmy}

substituted with 0, 1 2, 3,405 substitnents include, but are not limited to, 2~

yphenyl, 4-carboxypheniyl, 24({4-{3-{dimethylamino)propyl]-1-

p1perazmy1}carbonﬂ)phmyl 2-{[(&hydrcmycye:}ehmyl)amme}carbonyl}phmﬂ

; _2-({[(1R 28)-1- hydmxyd z—dmydmdﬂ-mdem-z-yl}amm}aatbunyl)phmyl, 2-({[1-

(bydroxymethrylybutytiamino} carbonylphenyt, 2-{[(S-hydroxy-2-

 phenylethylaminojoarbanyl} phenyl, ({[2<(1-methyl-2-
pyrrolidinylethytjanine} carbonylphonyl, 2({{3-(1 H-imidazol-1-

yi)propyljasmine}carbonyDphenyl, 2-[(4-inorphotivylentiuo)carbonyljphenyl, |
211282 dyoasyey oty oty micjobonylpheny, and (18 -hycrory-

- 2,3-dihydro-1H-inden-2-y1.

The torm "atyalkenyT" a5 used hetein, mbaus 85 asyl group, o5 dofined hesein,

~ appended to ﬁ:ﬁpﬁtﬁmwﬁiamﬂaz moisty through an alkeny] group, as defined herein,
: Represemaﬁve axamples of arylalkauyi mlmie; but am :wt Hmited to 3+ phanyi»%pmpenyl,

2-phenylvmy1 and 4@heny1-3 -butanyl
Ihemrmmmnewm,mwmaryl greup, as deﬁnedhmm, \
appended to the parent solecular moiety through an alkyl gzm as defined herein.

Representative examples of arylalkyt tnchude, bus are not fimited -Z*Phﬁﬂwaﬁyl,
| 3-phenylpropyl; and Z-Hwhth~2~yleﬂ:ryh '

The ters "aryieaz‘bonyl" a8 used heram, means af ary’i g'mtp as daﬁmd harem,

' appencied to the parent molecular motety ﬂzmugh & carberxyl group, as defined heram

Represematwe examp}aa of mylcarb@nyi inctude, but are not limited to, benzoyl, 2-

chlorobenzoyl, S-methylhe:woyl 34-dichlorobenzeyl, and 2.4 difluorobenzeyl,

The term "axylhydmxyalky " a5 used herein, means an aryl group, as defined heram,

. appended to the pareht molecular mowty through an hydwxyaﬁeyl group, as 8efined herein,
Representatwe examples of axylhydroxyalkyl mclude but are got limited to; 2-hydroxy-2- i
 phenylothyl, 2-hydroxy-3-phenylpropyl, and 3-hydroxy- -3-phsnylpropyl: -

The torm "cm‘aonjrl,"- a3 used hemm, rpm to 3 -C(O)- group,
 The term "carboxy,” as used herein, rofers 15 10 & -CO2H group,
The term “eafbmyalkyl as vpsed hmiu, refors to 2 oarboxy group, 8s defined

: hemm, appen&d to the mam mo}.ecular moiety through an alkyl a:mzp a8 ﬁ%ﬁned h.ez:em .

10
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Representative examples of carboxyaIkyi mcluds but are not limited to, carboxymeﬂlyl 2-.
carboxyethyl and 3~carboxypr0py1 ‘ ,
The term "eyano,” as used herem, refers toa -CN group
. The'term "cyanoalkyl,“ a5 used herein, refers to & Cyano group; a8 deﬁned herein,
appended to the parent molecular moiety through an alkyl grcup, as defined herem
Representative examples of cyanoalkyl nclude, but are not limited to, cyanomethyl 2-

. cyanoethyl, and 3<cyanopropyl.

_ The term "cycloalkyl” as used herein, means & satm'ated cyclic hydrooarbon group. |

containing from 3 to 8 carbons. Examples of cycloalkyl include cyclopropyl, eyclobutyl

cyclopentyl, cyclohexyl, cycloheptyl and cycloootyl. :
The oycloaﬂcyl groups of this invention are subsﬂtuted with0, 1, 2 or 3 substituents

' mdependently selected from alkenyl, alkoxy, alkoxyalkoxy, alkoxyalkyl, alkoxycarbonyl,

alkoxycarbonyla]kyl aD:oxysquonyl alkyl, alkylcarbonyl alkylcarbonylalkyi
alkylcarbonyloxy, a]kylsulﬁnyl alkylsulfonyl alkylthw alkylthioalleyl, alkynyl, ca:rboxy,
carboxyalkyl, cyano, cyanoalkyl formyl, haloa]koxy, haloalkyl, halogen, hyda:oxy,
hydroxyalkyl, mercapto, oxe, (NZ;Zp)alkyl, -NRARB, (NRaRg)carbony! and | ’
(NRaRp)sulfonyl. Representatwe examples of cycloalkyl subsumted with 0, 1 2o0r 3

\substzwents include, but are not limited to, —hydroxycyolohcxyl and 2-hydroxycyclohexy1

The tenn “ethylanedwxy," as used: herem, refers to a -O(CHz);0- group wherein the
oxygen atoms of the ethylenedloxy group are attached to the parent molecular moiety
through one carbon atom formmg 2 5 membered nng or the oxygen atoms of the -
ethylenedioxy group are attached to the parent molecula: moiety through twp adjacent
carbon atoms forming 4 six membered ring, i - B

il eiglas used herem, tefers to -Cl, -Br, -1 o£ -F,

The term "haloalkoxy," ag used herem, refers o at Ieast one halogen, a8 deﬁned
herein, appended to the parent molecular moiety through atl a]koxy group, as defined.
berein. Representative examples of haloa]koxy mclude, but are not Inmwd 1o,

The term "formyl " as used herein, refers to a —C(O)H group.

chloromethoxy, z-ﬂuoroetboxy, mﬂuoromerhoxy, and pexﬁaﬂuomethoxy

- The term "haloalkyl," as used herein, refers toat 1east one halogen, as defined
horein, appended to the parent molecular moiety through an alkyl group, as defined herein,

- Representative examples of haloalkyl include, but are not limited to, chlorome’chyl 2-

ﬂuuroeﬂlyl mﬂuoromethyl pcntaﬂuoroethyl and 2—chloro~3—ﬂuoropenty1
i1 ,
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’I?m WW@mle“ or “hetew‘:yaﬁz a8 usad heLeit rafersm an

bicyclic, or mcyﬁzm ring syster. Memcychc fing sysstems are exampﬁﬁa& By any 3-or4-

membered ring mntamng a heteroatom independently selested from oxygen, nitrogen and

" sulfur; or a 5<, 6+ or 7~membemd ring cantammg ome; two ot three heteroatoms whersin the -

heteroatoms ate iudepmdenﬂy selected from niﬁggen, oxygen and sulfor, ‘The S~-membered
ring has from 0-2 double bonds and the 6- and 7-membered ring have from 0-3 double

 bonds. Representative examples of monocyolic ring systems include, but are not Timited to,

azetidinyl, azepanyl, azmdmyl, diazepinyl, 1 Swoxolanyl doxanyl; dithianyl, furyl,
imidazolyl, imidazolinyl, 1muiazohdmy1 zsmhlamlyl, isothiazolinyl, isothiazolidinyl,
1soxazoly1 isoxagolinyl, isoxazolidinyg ‘ cadiazolyl, oxadiazolinyl,
oxadmzohdiny} oxazolyl, oxazolinyl, ox&mhdmyl piperazlnyldyranyl
pyrazinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl U pyrimidinyl, pyridezinyl,
S, py:rolinyl, pyrrolidiny, tetrahydrofusauyl, tetrahydrothienyl, tetraziuyl, tetrazolyl,

- thiadiazolyl, thiadiazolinyl, thiadiazolidinyl, thiszolyl, thiazelinyl, thiazolidinyl, thienyl,
thiomorpholinyl, 1,1-doxidothiomorpholiny! (thiomorpholine sulfone), thiopyranyl,
trlaziny), triazolyl, and writhianyl. Bioyclio m systems are exemplified by any of the shove
monocychc ting systems fused to an aryl g grovp as defined hstem, a cycloalkyl groupas .

1 deﬁned herem, or a@aﬂm' monocycha ring System. Repmwutatwe examples of bicyelic
ring systeins mciude lmt are not limited to, fm' tmmpla, bemimtdazolyl benzodaoxmyl

naphthm dmyl, - o 5
pyranopymﬁnyl qumahnyl qmnohzmyl, 0; iagzolin
tetrahydrozsaqamalmyi, tetraliydroquinolinyl; and tbmp” TaTOp, i

systems are exenmhﬁed by any of the above bicycho g syswﬁﬁrfas&éw &l aryl group ag
defined herein, & cycloalkyl group as defined herein, ora monwycshc rmg system.

~ Representatwe examples af trigyclic ring systerms include, but are not limited to, acndmyl

‘carbazoiyl, carbolinyl, dibenzolb, difuranyl, di’aemo{b,ﬁ}thmys, naphtho(2, 3-b}furam
_naphﬂmofz 3-b}th§en}'1, phenazrnyl phenethmmyl, phénoxazinyl, &nanﬂnmﬁ,
- thmxanﬁmnyl and % eyl ‘ :

~The hatsmcyciws gf this mvenﬁon aa:é su’bﬁmt&d wﬁﬁ 0,1,2,0r3 suimxmsm
mdependmly shlecied ﬁ'om aik@nyl alknxy alk@mi&@xy, &Mxyalkyl alkoxycar]
alkoxycarbeﬂyiaﬁtﬁa Teoxysy 1!
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4 Excepclon ala patentablhdad (artlculo 20 D486 I/teral a)wd))

Las reivindicaciones 26 a 29, se refieren a métodos de tratamiento, Ios cuaies no son o

patentables de acuerdo alos artlculas menc:onados de la normatlwdad vigente.

5. Relvindtcaclones relatwas aunuso oa un segunde uso. (amculos 14y 21D 486) S
Las reivindicaciones 33 a 36, se refieren al uso de los compuestos, los cuales no son

' patentables de acuerdo alos artfculos mencnonados de la normatmdad vrgente
6. Determmaclén del Estado de Ia Tecmca | |
 Lafecha que se ha temdo en cuenta para determmar el Estado de la Técmca es;

. Fecha de la pubhcacuon én fase mtemamonal 29 de 29 de noviembre de gg

Considerando: que la fecha de presentamén de la primera sohc;tud de patente de lacual .
se reivindica prioridad es: 29/11/2004 se encontraron los siguientes documentos del

 estado de la técnica relac;onados que pueden afectar la patentablhdad del objeto de la
presente. sohcrtud SR 3

' Ne | EDchmento S SO Titulo Fecha de -

D1 WO 03/076' 4(58‘ ~ Indazole derivatives that are activators of 18/09/2003

~_soluble La _ylate cyclase
7. Andlisis de patentabmdad (artlculo 14 D486) |
“Nival inventivo (articulo18 D4g6)

la rewmdlcacsén 1 consiste en;

‘Un compuesto de la férmula |

O una de sus f‘sales farmaééutidamente 'acéﬁfables -

El Estado de la Técnica méas cercano es D1, que da a conocer compuestos denvados del e

indazol que son activadores de la ciclasa guamlato ciclasa. Las diferentes sustttumones o

que ensefa D1, pueden ser que Z es oxigeno (Ver pégina 53, linea 12), R' es

- heterociclo, T, X, W.y Y pueden ser seleccionados del grupo que consiste- de Cy N, .
donde a lo sumo, s6lo dos de T X, W y pueden ser nitrgeno al mismo tiempo (Ver

- pégina 83, lineas 10-11), R?, R R* R® pueden ser hidrégeno, alcoxi y halogeno (Ver

pagina 53, lineas 15-22) y R es selecc&onado de anlo o heterocnclo (Ver pagina 53,

linea 26)
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