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/ 
f3-(4-fluor--henvl)-5,7-.dihytho-pvn010134-bJpidin.$yI]_c5-methanesu1fonyh2-

t5-metharesu!Ionyi-2-((S)z,2,2aiuoro- I -met tyl-ethox )_phenyl1-(3_truoromethyI-

5,7-dihydro-rolo3,4-1pyridin-_yj)methal,one or 

5 2- (4 -fluoro-phenyl)- 5.7- dihydro -pyrrolo t34-b pyridin-6-yll -[5 -methansulfbityi-2 - 

((S)-2?2,2fluoro_I-methyl-ethoxy-phenyj -rnettianone 

14. Compounds of general formtila I C according to claim 4, wherein the 

compounds are: 

(2-cyclobumtthoxy5 :m ancsuiiphenflj- (6- frifluorornethyl- 1 .3-dthydro-

to pynolo[3.4-c]pyridin2-yl)-rnetha4one, 

(4’-Uuoro-4-methanesulIon)4bi2h00y12_yl)_(6trinuoromethy(. I ,3-dihyclro-

pproIoI 3,4-c)pyTidin-2-vfl-metharlone, 

(3,4-dEl uOto-4-rnthaxicsuJ (ox bipheny-?-y -(6-trW uoronwthyl 13 .thhydro-- 

pyrrolot3,4-cjpyridin-2-yl)-methanone, 
Is . [5-metnanesmronyl-2-c 2 ,3-pentaUuoro-prdp&y-phehyl] (6-friftuoothethylJ,3-

–hydro-pyrrolo{ 3,4-c] pyridin --yi) -methwone, 

5-methanestilfony-2- (2 ,2,33-tetrafluoro_pztpoxy) .-pher?y -( 6-ixith, crometlayl - 1,3 - 

diydxo-yrroo f34-cjpyridni-2-yfl-methanone, 
6-(4-thtoro-pberiyl)-1,3-dihydro-pynolo [3.4-c)pytidin-2-ytj- [S-methwesu&orryF-2-

20 ((S)-2 2,?-ftffluorc,-1-methl-ethoxy)-phenyfl -methanone or 

[5 -methan cuI Syl-2-( S) -1,22-tigu ore- l -meth$- ethoxvFphenyl) (6-mopholmn-4-yl-

I ,3-d hydropyrroo [3,4-cip,tithu-2-y))-naethaaonc. 

IS. the 

compounds are: 

� 
25 5 methanescWo ny(-2 - ( ( S) - 2,2,2- triffuoro- 1 -methyl- etho)-phenyf - (2-triiluornmethyl-

57dihydro-pyrrojo3,4-d p7iimidin-6-yl)-methanone 

(2-iaopropoxy-5 -jaethanesn1fcuiyl-phenyl) - 2-Iriffuoro methyl-5,7- dihydro-pyrrolo[3 4-

dpyràtiidiii-6-yl)_metfranoie 

(4-methariesulfonyl-bipheuyl-2_yJ)-(2-trffluoromethyl-5a-dihydro-pynolo(3,4-

30 d]pyrimidiri-6-yI)-methanone, 

(2iscpropoxy-5 -n,ethanesulfonyl-phenyfl -(2-rnethyl-5,7-dihydro-pfiroloE3,4-

dpyrimidth-6-yl)-methenrnje or 
. 

fS-methairnsufo nyl-2- ((S )-2 .22 -teiiluoro I -methyI-etiaor1J-pien vii - (2-methyl-5,7-

dihydropynolo[3 4-a] pyzirnidn- -O -rne4hanone. 
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/ 

� 16. Compounds ofenerat formula I iccordiog to cigim 6, whernein the - 

� compounds are, 

I- f5-methane.;u Ionyl-2-( S) -222-t fturo-1-rnethyi-ethoxy) -b enzoyf -2 ,3-dibydro-

5 114-indoh-4-carbo,1ic acid methyl ester, 
acid 

methyl ester or 

2,2-trithwro-1 -methyl - 

etho’)-pheny1 - methanone. 

10 17. Compounds ofgoneral hrmuh IF according to claim?, whereinthe 

compounds re: 

(5-bromo-U,dol-1 )-5-me–anesi oxxyI-24cS)-2,22-triI!uoro- 1-melhy{-ethoxyF 

phenyU -znethanone, 

C 1- 5-methanesu(GauyII-meth-ethotv)-henzojd)-1H-indole-6-

5 carbonitriM, - 

(6-thloco-indol- ?)- (S-methanesl-2-((S)-2,22-nifluoro-1-methyI-ethoxy)-

phenyll methanone or 

(4-bromo-indol-1-yfl-5-methartesu!thny-Z-(Z2,2-trtthicro-I-rnothyl-cthoxy)-phen$). 

methanone. 

lB Compounds ofgeriexal EOTmUIa I 3 according to daim 8, wherein the 

compounds are; 

t5-met1anesuiny-2-((S)2.2,2-triGuoro-1 -aethy1etho)_phen -(5_nitroind2zO- 1 

yI )metiaoone, 

15 5-cloro-in&azl-y)-c5-methaiiesuWonyI-2-((S)-2,2,2-trihmoro- L-meth-ethory)-

phenyfl-methanor,e or 

ç5,7-oichioro-indzor- l-y)-(5-niethanesrtffonØ-2-((S)2a,2.-trifluoro-1-methyl-

ethofl) -p henylj -methanono. 

2 \ A compounds of general rmula according to claim 9, wherin the 

30 compowd is: 

(56. dmethy1-enzoimidazot- j -y1) 5 ;methanestd&riØ- 2-(-2 2,2 thfluoro-1 -methyl-

eoxy)-pFwnyfJ-metharione. - 

20. A processfcrpreparing a compound otforrnula £ as dthned in cIsins Ito 19, 
35 which procets comprises 
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a) reacting a compound of formula 

H 
selected from the group consisting of 

EtA.

 (R5MH 

R R 
1113 R 11C 

S 
H 

B R lID RRE HF 
H H 

(R’) -iE::c�,  H... G N 

10 tth a compound of formula 

in the presence of an actuating agent, such as TBTU, 

to a compound of formula 

lfr i’hich 
thaac 

the following stnactures 
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wherein the deflentions are given in claim I, 

or 

A 
PCTJEP pO6/OI} (LP7GI 

b) reacting a cornpouS offormiila 

hal 
al h al his 1VA 

orIvB or Ivc m  

baI 
tat 

(Fe)p 
N 

IV]) 

LU wherein hal is an haIoeri group such as Br or Cl 

raith a compound of formula 
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S 
L 

- 2/I 

PCT1FY2OO76l 

H,N 

in the presence of a base, sock as sodium hydride, 

to compound offormulas 

o 

- 
lB or 

o 

g R 

ID or 

wherein the substituents are as defined in claim 1, and, 

if desired, converting the compounds obtained into pharmaceutically acceptable 

acId addition salts. 

10 21. A compound according to anyone of claims Ito 19, whenever prepared by   

process as claimed in claim 20 or by an equivalent method. 

22. A medicanient containing one or more compounds as claimed in any one of elders 

1 to 19 and pharmaceutically suitable excipients. 

15 23. A medicament according to daim 22 for the treatment of illnesses based on the 

gycine uptake inhibitor, 

24, A medicament according to claim 23, whereth the finesses are psychoses, pain, 

dysfunction in memory and learning, schizophrenia, dementia and other diseases in 

20 which cognitive processes are mpaired. SUCh as rttcnion deficit disorders orAlzhcimor’s 

disease. 
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Inucomne 
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co 

1 Este reperte es of reyoae do examen preUm!nr iternacionet establecido por e&ta Autoridad 

Ex,n&tadora Freliminar irtterradonal bo & Arhculc, 35 y trascnjhd{) a) soijeitante do conformdad 

conefArticu)o3 

2. Esto RE’c*TE consta do an tool the 5hojas. incuyendoesIa cattuta. 

3, Este repoite tambthi a, acompa’Xdo por ANZXOS, qu, comptendert 

A[ wtieUante 
y 

M Ofta[a fneenracctol) tin total de 21 hcja, come siguc 

hoz de II decrpthAn. veiv’;dicsdones y/n dibtos lot cueles han side mod)irdos 
y 

lun 

caw de este roporto y/o hojas quc contene.n recticadopes auodzadas por oste Alitonded (var 

Rea 70.26 v eecdAnd07de !as Insiruedanes Adminietredva), 

Q Mae qua reemplaw’ .hoas antanores, peto as c1e)es ecta Autoxidad oo dera qua canUencn 

tine modtftcocthn quo ’a utes aJa an In re,&adón en II, so(idttxd nten c3ona comb Sc 

prertt& como so Indl,6 In et item 4 do In CasiPa NO. a CssIIIII Sup)ementath. 

I, . 0 (enz)a&! cnkrnete a & crndria hten,iwio,maf) an toto) do (ndicar dpo 
y 

nn1ero do me&o(s) 

electrdtdco(s)) qtre COn4enSn on istado da secusncas yb taMes con eflo untcarnenle en una 

fotma leik)s en cotnputador, cotno Ce jndloO en 1, C.asiUa Stpfosnenstia Retecionada con el 

Listado do Secuoncies (vet Sece&n Mile It, kstcucdones .Adn*misfrethos). 

4. Esto roporte cont)ene indkacionea relacionadas con Zos SgaIente, 

Z

 

Catula No.I pace; del roporte 

D Casilia No 1$ Prtoddad 

O Casille No. 1)1 No eflabecindento do optntbn re5peco a novedad rnve InucInvo 

ap(icabmdsd cdQ,uaI 

Q Casts No, IV PsUa do uiudad do ,nvor,cion 

Car1)e Na V Afinnadbn raionada do cozdornidod con ot Artkulo 35(2) car rpecto a 

novedod, pivel inventive a splkahuidad indusæa; ritaciones 3 e,pflc.cionos qw 

susteutan dicha afirmacion 

o 

COSWS No, Vt CLertos docomentos 

o 

CssflM No. VII Crtos de5ec.tos en to solidtud 

o 

Cethfla No, VIII Ciortas *, r,,adono, sobre a eoItdtud oternedonal-
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t. Rcspecto a itlloma, esta repine esta basado an 

to aomwd nte,nciorrat en eivisanaa on at cia,l fan presentada 

0 ma t?aducción de Li acMicithd inhanacionta en eIcoIes el ndima Ic ma &adocci(,n 

sutunustrade pata 05 propo os de: 

C3 bn5qaed4 vaNsnacaoml seg’%n las Regas 123(a) y Z3.I (b)) 

El pulación de a s&kihvl ntrnaciojta (segn In RgIa 12.4(a)) 

El prthiminaT interraconaI fsgun las Rcglas 55,2(a) y/0 55.3(a)) 

2. Resperlo aths e(ernentec Ic Ia ,ohcitud intstasaciosal, este reporto Se haso en (hcs nernpJazc445 (as fltaICt l7 

onto stun’riisfraâs a Th Ojithrn reixptora an respitesa a tow nrIftcidn sedn Artkedo 14, son refimnias en csle 

repovte. rooto "or &rnete pycsotlac&s"q no son ana,ads n e* rcpoVt): 

Desaipci6t flgiaas 
como Sc prescntafon orginaimente 

fleivjndicacones, Nmeros 

0 1-23 recibidas ci 1.11.2006 con earta de} 1511.2Ot16 

0 hstado de se.xxencia y/o aigana taba(s) - ver Casi{a Suplernentaria en Relacidn a! Lissdo deSecuerKia 

3. C Las rnodificeciones resultaronen (a cancebejAn de: 

ota descripdOn. p&gnaa 

D as revthicaciqneu Nos. 

ins dibuos, hojas/uiura 
at istado tie secoencM spscficar: 
ctatquiet taba(s) reladonada at izaado tie seciiencia (especIflcRr) 

4. 0 Este reporte tia asto establecido cc>tno at (atgtno de) !oa eneos modificactos a ease repotte 

nonierado antes no ha sdo hetho, deEte qtte eI}os hen aido L-OtISideradOs a travØs tic ’a pretentaci6rt 

original, coma esfA ind,,ado m In Caebtta StpIemenarta (Regis 70.2(c)). 

C

 

Is deSCnpQIon pgnsS 

C as revmdicsciones. Nos. 

C cc dibuos, hoj&a/iguras 

C el Ltado de secencia e.acffcarl: 

O egIna tabie(s) re’aciomada &I istado tie secuancta espeeikarI: 

Sr c/ !$en 4 ap(ica, a?gaes 0 Was de sras hQsas paadan 5cP mcr:va&a e,,iawdas 



REPORTE PBWMIIMAR INTUINM[OrqAL SORE Solicitud Jntern&cioriai No. 

PATENTABILLDAU PCI! EPZO6(OOO7, 

Casilla N. V Afirmachin razonda bajo el Artcuio 5(2) ropecto a novedad nivei invenlivo o aplicabfl%dad 

1. Afim’AdOU 

Novedd (N) Si, Jkeihidknciones 

No: Revindic&ciones 

Nivel Inventvo (!S) S, Reivirtdicaciones 1-23 

No: RcNindicadones 

Ap(icaiUdad Indtzs&i&I (IA) Si: Reivindicaciorres 113 

No: Reiflidicadoae, 

2. Citaciones y explicaclones U<egla 7O.): 

flaada 

0 

11 
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PATENTAmLIDAD 1105k SEPARADA) rcr/sP2o1’000mi 

Re item V 
Declaracion razonada bajo Ia Regla 6t.2a)(ii) con respecto a Is novedad, nive) invention o 
aplicabilidad industrial: citaciones y explicaciones qua soportan esta dedaracion 

Dl: EL-CHANDOUR El AL: "Synthesis of certain 6-nitrc, and 6-chloroindazale derivatives" 
(Sintesis de carries dexivadoa de 6-nitro y 6-cioroindazd) EGYPTIAN JOURNAL OF 
PHARMACOLOGICAL SCIENCES, vol. 29, 19M, patinas 545-551, XP8062926 

1)2: WE) 99/44596 A OANSSEN PFIARMACEUTICA N.Y.; LUYThN, WALTER, HERMAN, 
MARIA, LOUIS; JANSS) Septiembre 10 de 1999 (1999-0940) 

US: WO 2004/037800 A (GLAXO GROUP LIMITED; BEST, DESMOND, JOHN BRUTON 
GORDON; HEICI-ITMAN, 1) Mayo 0 de 2004 (20(a-05-06) 

1)4: WO 02/ 00602 A (PFIZER PRODtJCIS INC, LOWE, J)HN, ADAMS, lit) Enero 3 Ic 2002 
(2002-01 -03) 

El compuesto Hi reveMdo on IS labia I de Dl es una representaciOn de los compte5to& (I) del 

� presente caso que estÆ exctuido de )a materia obeto de las reivindicaciones 1 y S mediante una 
condicion. Dl Cs una reveaciOn accidental, porque IS idoneidad del compuesto Iii revelado 
aqul como on inhibidor de la captacian de glicina no se menciona. 

Las otros compuestos que ,nue.stran actividades de inhibicion de capaciOn ic gicina son 
conocidos de 02-04. Estos compuestos son, sin embargo estrueturalmente difeterttes de as 

compuestos ([) Se acuerdo at case presente, 

Per Jo tanto, Is materia oleto de las reivindicaciones 1-23 es riovedosa en el sentido del Articulo 

33(2) PCT. 

Se puede considerar a cualquiera de 1)2-1)4 come Is tecnica precia ones cercana. 

El problema que subyace to presente solicitud era proveer compuestos adicionales que son 
adecuados come inhibidores de la captacion tie glider y par ende, miles no �1 tratatniento de 

16 
cierto.s enfermedades mentates. 

Este problema ha sido resueito, coma se puedo Va en la descripciOn (p. 2/fL). 

Los compuestos (I) no pueden set consderados ol,-t’ios Data el experto en IS tØcnica, porque 

representan una clase de substancias que nunca loan sido sugeridas come inbibidores de Is 

captaciOn de gilcina. 
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ivindicaciones 1 
7) 

Re  

1. Compuestas de Is formula general 

0 H’ 

en la que 

N’ Cs haOgeno, -OR 1, -SR’. cicloalquilo, amida cciica, heteracicloalquilo, arilo 0 

hernoxi10 de 5 6 6 estabones que contiene uno, dos o tres heteroÆtomos elegidos entre 

el grupo formada por oxigeno, azufre 0 nitrOgeno; 

RI /RI son hidroge’io, aiquilo Cia, aiquilo Ct sustituido por haiogeno, -(Clt)r 

� 
cicloalquilo o 

K2 es -S(0)z-alquilo C1-5, _5(0)2NH-a4ui10 C15, NO2 a Clv; 

Cs una amina bicklica aromzktica 0 pucialmente aromÆtica, que puede cantener 

o dos Atomos de N adicionales, elegida entre ci grupo formado por 

I N -E H\4çM-4 H5)I6tM4 
I 

H R 
b) H C) RR a) 

W4 (RT)q 
N H 

N 

S (Rt’tR. 

d) 
O72R (R\ _A(L 

g) C) 

IN l) 
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y en is qua Un Ætomo adicional del anillo N de Is amina biciclica aromatics 0 parcialmente 

aromatca puede estar disponible an forms de au oxido ° 

R3 a F’° son hidrogeno, hidroxi, halogeno, O, aiquilo Cio, cicloalquilo, heterocicloalqlaiio, 

alcoxi Ci.e, CM, NO2, Nfl, arilo, heeroariIo de 5 0 6 eslabones qua contiene uno, dos a 

tres heteroatomos, elegidos entree! grupo formada par oxigeno, azutre y nitrOgeno, - 

NH-alquilo Cis, _N(Mquilo Ci.o)z, amida ciclica, -C(0)-amida ciclica, S-alqu$lo C14, - 

S(0)1- aiquilo Ci.o, aiquilo Ci.6 sustitudo per halOgeno, acoxi C16 sustituido por 

halogeno. aiquiio C1.e sustihzido poT hidroxi, -0-(CH2)y-alcoxi Ci, 

-0(CH7)vC(0)N(a1quilc C.,4)2, C((J)-alquio C14, -O-(CIz)raritO, -0-(CH2)c 

cicIoa4uiIo, -0-(CH2)heterocicloa1quilo, -C(0)O-alquilo Cis, -C(0)-NH-alquilo C1., - 

� C(0)-N(alquiIo Ci4z 2-oxi-5-azabicicloj22flhept-5-ilo 0 

8-110; 

It y IC del grupo e) pueden formar junto con -(CH3)4- un arallo de seis esabones; a 

R, R, 1k" y 1k" con independencia entre si son hidrogeno a a!quio C) &, 

y an is que todos los gwpos ario, ci ci oalquilo. amida ciclica, heterocicloslquilo 0 hetetoarilo 

de 5 6 6 eslabones definidos pan R1, RI, R1 y de R3 a RIO pueden estar sin sustjtufr 0 

sustituidos pot uno o varies sustitLlyentes elegidos entre ci grupo formado per hidroxi, =0, 

haIcigeno, alquila Go, fenilo, alquilo as sustituido par halageno 0 alcoxi Ct-s; 

Il, m, 0, p, q, r, S y t son CI nUmero 16 2; 

x esO,I6Z; 

y eslO2; 

lag sales de adicion de acido farmaceuticainente aceptables de los mismos, con to excepciOn 

de (2-hidroxi-5-nitro-fenhl)-(6-nitro-iniidazol-1 41)-metanona. 

2. Campuestos de is formula I A segUn is reivindicaciOn I, 

9 ’? 
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R’ es hIOgeno,-OR’, -SR1 cicioaiquiko, amida ciclica, heterocicloalquilo, arilo 0 

heteroarilo de 5 6 6 esiabones que contiene uno, dos o tres heteroatomos elegidos entre 

e) grupo formdo par oxigeno, axufre o nitrageno; 

R1’/R1- son hidrogeno, alquilo Ci, alquilo C14 sustitu2do pm halOgeno, -(CH* 

cicloalguilo a -(CH4rariio; 

K2 es -S(0)ralquflo Ct.6, -S(0)2NH-aiquilo C, NO2 o CN; 

es ]iidrógeno, hidro4, haiogeno, Q alquilo Cio, cicloalquilo, heterocicioalquilo, alcoxi 

Cis, CN, NO2, NH2, arilo, heteroarilo de 5 6 6 eslabones que contiene mb, dos o tres 

hetemÆtomos, elegidos entre el grupo formado per oxlgeno, azufre 0 nitrOgerto, -NH-

alquilo Ci, -N(alquilo C)z amida ciclica, -C(0)-amida ciclica, 9-aiquilo Ci.6, 9(0)2 

alquilo CI.& Aquila Cl sustituido por halogeno, alcoxi Ci sustituido per haOgeno, 

alquilo Ci.e sustituido par hidroxi, -O-(CH,)ralcoxi Co, -O(CH2)yC(0)N(alquilo Cl2, - 

C(0)-alquilo Cs, -O-(044,-arilo, _0-(CH4ccicloaiquilo, -0-(CH2)-heterocicioalquiio, 

-C(0)0-alquilo Co -C(0)-NH-alquilo C18, _C(0)-N(alquilo Ct)z 2-oxi-5-aza-

bic iclo (2.11] hept-5-iIo 0 3-oxa-8-a ca-biciclo [3.2.1] oct-S-lIe; 

R yR’ can independencia entre si, son hidrogeno o alquilo Cie; 

y en is que todos los grupos arilo, cicloaiquiio, aniida ciclica, heterocicloalquilo a heteroaTila 

de 5 6 6 eslabones definidos para RI, R1, R1 y Rs pueden ester sin sustituir o sustituidos per 

uno o varios sustituyentes elegidos entre ci grupo formaclo per hidroxi, O, halogeno, 

alquilo Co fenila, alquilo Ci.o sustituido par halogeno o alcoxi Ct; 

n es ci numero 16 2; 

x es; 0162; 

y es; lO2; 

las sales de adician de acido farmaceuticarnente aceptables de los inismos. 
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en Is quo 

RI es halogeno, -OR’, _9R1, cicloalquilo, amida cicljca, heterocicloalquilo, arilo 0 

heeeroarilo de 5 O 6 eslabones quo contiene uno, dos o tres heteroatomas elegidos entre 

el grupo formado per oxigena, azufre 0 nitrOgeno; 

R1 7R’ son hidrOgeno, aiquilo Ci, aiquilo C,, sustituido por halogeno, 

cicloalquilo o -(CH2)rariIo; 

RI Cs -S(0),-alquilo Ci,, -S(0)2N}-I-alquilo Ci., NO2 0 CM; 

y en la quo ci atorno adicional del arilo N de is amina bicic&a pttede ester thsponible an su 

forma do oxide ° 

R4 es hidrOgeno, hidroxi, halOgeno, =0 alquilo Ci,, cicloalquilc,, heterocicloalquflo, aloom 

Ci6, CN, NO2, NH2, arilo, heteroarilo de 5 O 6 eslabones quo contiene one, dos o ties 

heteroatomas, elegidos entre el grupo formado per oxigeno, azufre o nifrogeno, -NI-I-

aiquilo Ci., -N(alquiLo Ci,), amida ciclica, -C(0)-amida cicikca, S-alquilo C.& -S(0)2 

aiquilo Ci., aiquilo Ci, sustituido por halogeno, alcoxi C,.o sustituido per halogeno, 

aiquilo Ci.o sustituido per hidroxi, -O-(Cl-Iz)y-alcoxi C1.6, -0(CH4yC(0)N(alquilo Ci.e),, - 

CM-alquilo C, 6, -O.(CH2)-arilo, -O-(C}b)-cicoJqu3]o, -O_(Clt)rheterocicloalquilo. 

-C(0)O-alquilo Ci,, -C(0)-NHaIquilo C,,. -C(0)-N(aiquilo Ci.o)z 2-oxi-5-aza-

biciclo [2.2.1] hept-5-110 o 3-oxa-8 -a za-biciclo[3 .2.1] oc t-S-ilo; 

R y R, con indepenclencia entre st son hidrOgeno 0 alquilo Ci.; 

y en ]a quo todos los gropes stile, cicloalguilo, amida ciclica, heterocicicalquilo o heteroarilo 

de 5 6 6 eslabones definidos pars R1, R1, R1’ y R4 pueden ester sin sustituir a sustituidos per 



in eseSmeralOZ 

< esO162; 

z esla2; 

y las sales de adiciOn tie âcido farmaceuticamente aceptabies de los nüsmos. 

4. Compuestos de a formula I C segdn la revmndicadOri I 

fl 

(R) 
- R R 

R1 ’ 

en la que 

R1 es hat6erto, .0W _SRv, cicloalquio, amIda dclica, heterocic1oaqUilO, arilO 0 

heteroarilo de 5 a 6 eslabones clue contiene une, dos o tres heteroatomos elegidos entre 

el grupo formado pot oxigeno, azufre a nitrogeno; 

son hidrogeno, aiquilo Cj.e, alquio Ct4 sustituido POT haOgeno -(CH2* 

cicloarquio 0 -(CHz)carua; 

R2 es -9(0)2-a]quiIo Ci-�. -S0)2NH-aIquilo C6, NO2 0 

y en la ci Ætomc, adicional del aniflo N tie Ia arnina bicidlica puede estar disponibte en forma 

0. (N 

desuoxido 

es hidrogeno, hidroxi ha!ogeno, e0, aqui{a C%-6, ciclolquiIo, heterocic1o1qui1o, alcoxi 

Ca -a, CN, NiOi NH2, arilo, heteroarilo tie S 6 6 eslahones que contiene uno, dos o tres 

heteroatomos, e)egidos enhre ci grupo forrnado por oxigeno, azufre o nitrogeno, -NH-

alquilo C,. -N(alcjuilo Ca6)2, amida clthca, -C(0)-umida cichca, S-alquilo Ca4, -S(0)r 

aiquilo Ca, aiquilo Cie sustituido pot h&Ogeno, alcox, C, -s sustituido par halogeno, 

aiquilo Cao sustituido par hkiroxi, -O-(Cth)raicoxi Ca -a, -O(CH2)yC(0)N(alquilo Ca)z - 

C(O-lquiIa Cia, _O-(Cft)-ariIo, -0-(CH2)x-cicloaiquilo, -cJ-(CHi)-heterccicIoalqui]o, 

-nvLR.71n-
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R yNy R, con independencia ernie si, son hidrOgeno 0 alquilo Cl6; 

y en In que todos los grupos arUo, cicloalquilo, amida ciclica, heterocicloalquilo o heteroarilo 

de 5 6 6 eslabones definidos para R1, R1, RI y R5 pueden estar sin sustituir 0 sustituidos per 

uno o varies sustituventes elegidos ernie ci grupo formado por hidroxi, 0, ha}Ogano, 

alquilo CI& fenilo, alquilo Cs sustituido per halOgeno 0 alcoxi C-6; 

o esez,amero1O2 

es 0, 16 2; 

y eslb2; 

las sates de adicion de acido farmaceuttcamente aceptables de los mismos. 

5. Compuestos de la formula i c segUn Is  reivindicacian 1 

( 0 

- 
Rk2 ID

 

en La que 

RI as halogeno, _ORI, -SRI , cjcloalqullo, amida ciclica, heterocicicalquilo, aTtIc 

heteroarilo de 5 6 6 eslabones que contiene uno, dos a ties heterotomos elegidos entre 

el grupo formado per oxigeno, azufre 0 nitr&Sgeno; 

son hidrogeno, alquilo Co, alquilo Ci sustituido par halogeno, -(CHz)-

cicicaiquilo o -(CH$rarilo; 

R2 es -S(0)z-alquilo C, -S(0)2NH-alquilo Ci., NC2 oCN; 

y en Is que un Memo adicional del anillo N de la amina biciclica puede estar disponible en 

Cw-
forma de su oxido 

Cs hidrogeno, hidroxi. halOgeno, =0, alquilo Ci,, cicloalquUo, heterocicloatquilo, akoxi 



I 
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halOeno, alquiio Ci, sustituido par hidroci, -O-(cfl2)v-alcoxi C14, 

-O(CH2)yC(0)N(aqth)a Co)2. -00)-a1quilo Ci. -0-(CH4x-arito -0(CH2k 

cicloalquilo, -0.-(CH2%-heterocicloalquito. -C(0)O-alquilo Cia, -C(0)-NH-aqui10 CI I, - 

C(0)4J(aiquilo Cio), 2-a,ci-5-aza.bkido[22ijhept-5-ilo o 3-oxa_8-Aza_btciclo(32J10ct-

R y R’, con independencia entre si, son hidrOgeno a a!quilo CI 6; 

y en la que tndos los gTupos atilo, cicloalqui!o, atnida ciclica, hcerocic1oa1qui]o o heteroarilo 

Ic 5 6 6 eslabones definidos pai R’, R1, R1 ), R5 a RIO pueden estar sin sustituir 0 sustituidos 

per one 0 varios sustituyentes elegidos entre ci grupo formado pot hidroxi, Q halOgeno, 

aiquilo Cis, Eenilo, aiquUo Ci, sustituido par halogeno a aJroi C,,; 

p eselniimero1O2; 

x esO,162; 

y eslO2; 

y las sales de adiciOn de acido farmacuticamente aceptables de los misrnOS. 

6. Compoestca de a formulii I E segun la rei-vindicaciOn 1 

0 

S 

IF 

tIn Is quo 

PI es halOgeno, -OW, -SRI", cic(oatquilo, arnida ciclica, heterocicloalquilo., ante o 

heteroarUo &e 5 6 6 eslabones quo contiene uflo, dos o tres heteroatonios elegidos entre 

ci grope formado pot oxigeno, azufre o nitrOgeno; 

son hidrdgeno, aiquUo Cra, alquilo stistitnido pot halogeno, 

ckcl0alquil0 0-(CH2)-ariIo; 
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JOA 
eslabones que corthene uno dos a tres heteroatamos, elegidos entre ci grupo fonnado 

per oxigeno, azure 0 nitrogeno -NH-aiquilo Ci N(lquilo Cl.6)z amida cfclica 

C(0)-amida ctclica, 5-aiquilo CL 6, -S(0)2-alquilo C,A, alguilo Ci, sustituido pot 

halogeno, alcoxi Ci-o susutuido por halogeno, a!quuo Ci, sustituido per hidroxi, -0-

(CH2)yakoXi C1 6, -O(C}t).C{O)N(alguilo Ci,)2, -0.0)-alquilo Ci, -0-(CH4x-rilo-0-

(CH2)ccicloalquilo, -O-(CFt)cheterocicloalquilo, -C(0)Oalqtiio Cia. -C(0)-NH-

niquilo Ci., -C(0)-N(alquilo CiMz 2oxi5-aza-bicictoR2.I1hept-5-i10 0 3-oxa4-aza-

biciclo i 2.1 lact-8-i o; 

It y It  del grupo e) pueden format junto con -(CH2)4- Un artWo de sees eslabones; 

a’ 

R" y R’" con independencia entre s son hidrOgeno o aiquilo Ci6; 

y en Ia que todos los grupos arilo, cicloalquilo, amida ciclica, heterocicloalguilo 0 heteroarilo 

de 566 eslabones definidos para R, R", R’’ yR’ pueden esI& sin sustituiT o sustituidos pot 

uno o varios sustituyentes elegidos entre el grupo formado per hidroxi, -0, hahigeno, 

alquilo Cis, fenilo, aiquilo Cz sustituido pot halogeno y alcoxi C1 

q es �1 niimera 16 2; 

x eso,162; 

y eslO2; 

4 y las sales de adici6n de Acido fannaceuticamente aceptables de los mismos, 

7. Compuestos de ]a formula IF segün Is  reivindicaciOn I 

(R)r 
C 

R IF 

en tat que 

RI es halOgeno, -OW’, -SW, cictoalquilo, amida ciclica, heterocicloalquilo, anile o 

_I______,_ 
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es -S(0),-alquilo C1.5, .-S(OhNM-alquilo Ci.& NO2 a CN; 

es hidrogeno, hidroxi, ha1geno, =0, alquilo C1.6, cicloalquilo, heterocicloalquilo, SICD,d 

Cr o, CN, NO2, NH1, arilo, heteroarilo ic 5 6 6 esiabones quo contiene utlo, dos a ftes 

heteroÆtomos, elegidos entTe el grupo formado pot oxigeno, azutre o niutgeno, -NH-

atquilo Ci.o, -N(alquijo Cjo)z, innida cfc)ica, -C(0)-amida cidica, 5-aiquilo Ci.4, -S(0)3 

aiquiio Ci.6, &quilo Ci.6 sustituido pox hal63eno, atcoxi Ci. sustituido por halogeno, 

alqu3!ri Cj6 sushtuido pot 1-ridroxi, -0-(CH2,-a1coxi C1., -O(CH2)C(0)N(a1quilo Ci,)z - 

C(0)-alquilo Co, -0-(CH4-ari1o, -O-(CHz)-cicloaquiio, -0-(CH4cheterocicloalquilo, 

-C(0)O-alquilo Ci., -C(0)-NH-alquilo C1.6, -C(0)-N(alquilo C,-6)L 2-oxi-5-aza-

biciclo [2.2.1] hept-5-do 0 3-oxa8 -a za-biciclo [3-2.11 oc t-8-ilo; 

y en Ia que todos los grupos arilo, cicloalquilo, arnda cIclica, heterodcloalquilo 0 heteroarilo 

de 5 6 6 eslabones delinidos pars R1, R", R1 ) fl8 pueden estar sin sustituir 0 sustituidos pot 

uno 0 vatios susdluyentes elegidos entre ci grupo forinado pot hidroxi, O, halogeno, 

a]quilo Ga. fenilo, alquilo Ci.o sustituido por halOgeno o aicoxi Ci.& 

Os Cl nUmero 10 2; 

x esO,162; 

y eslO2; 

las sales de adicion de 4cido fannaceuticamente aceptables ic los mismos. 

th 8. Compuestos de Is fOTmula] c segun Is reivindicacion I 

en Is que 

RI es halOgeno, _0R1’, $EI,’, cicloalguilo, amida ciclica, heterocicloalquilo, arilo o 

heteroarflo do 5 6 6 eslabones quo coritiene uno, dos a tres heteroatomos elegidos entre 

pI grilDo fotmado por oxgeno, azufre 0 nitrOgeflo; 
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D 

R2 es -S(0)ralquilo Ci., -S(0)2NH-alquilo Ci,, PO 0 

es hidrO gene, hidroxi, ha6geno, 0, aiquilo C, cicioalquilo, heterocicloalquilo, alcoxi 

Q. CN, NO2, Ni-12, urUo, heteroartlo de 5 6 6 esiabanes que contiene uno, dos o tres 

heteroatomos, elegidos erttre el grupo formado per oxigeno, azufre 0 nitrOgeno, -NH-

aiquilo Ci.s, -N(aiquilo C,,)z amida cidlica, -C(0)-amida ciclica, S-alqnilo Ci. -8(0)2-

aiquUo Ci6, aiquilo Ci, sustituido per halOgeno alcoxi Ci, sustituido par halOgeno, 

aiquilo Ci. sustituido por hidroxi, -0-(CH4y-alcoxi C�i,, -0(CH1)C(0)N(aiquiio C,4z - 

C(0)-alquiio Cl,, -o-(CH4-arilo, _0-(Cth).cicioaiquiia, -0-(CH2)cheterocidioalqUIlO, 

-C(0)O-alquilo C2-4, -qO)-NH-alquiio Ci,, -C(0)-N(lquiI0 Ci,)2, 2-oxi-5-aza-

biciclo{221]hept-5-ilo 0 3oxa_8_aza_bicicIoE3.2l1oct-8-iIo; 

y en la que ci Ætomo adicionai del anillo N ic la amina biciclica puede estar dispanible en 

formadesuOxido 

y en is que todos los grupos arilo, cicloaiquüa, ainMa cicIici, heterocicloalqui]o o heteroarilo 

de 5 6 6 esiabones defindos para Ri, R1, R1  y R9 pueden estar sin sustituir o sustituido por 

trno 0 ’arias suslituyentes ciegidos entre ci grupo formado pot hidroxi, O, haidgerLo, 

alquilo Ci, fenilo, aiquilo Ci-o sustituido por haibgeno a alcoxi Ci.; 

S CS ci nUmero 16 2; 

S x esO,162; 

y esld2; 

y las sales de adicion de acidc, farmaceuticamente aceptables de los niismos, con la excepciOn 

de (2 hidtoxi-5-?vo-fenil)-?6-nitro-indawl-l-ii)-metanona-

9. Coropuestos de Is formula I H segun Is TeiVindiCaCLOfl I 

0 R’ 
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an Is que 

KI as ltaOgeno, -SR1 cic1oaquiJo, amida cicika, heteTociciosiquilo, arilo o 

heteroarilo de 5 6 6 eslabones que contiene one, dos o tres beteroatomos elegidos entre 

ci grupo formado per oxigeno, azufre 0 nitrOgeno; 

son hidrogeno, aiquilo Cte, aiquilo Ci.o sustituido par haOgeno, (CH2)r 

cicioalquilo o -(CMz)-ario; 

R2 as -5(0)2-a1quilo C,4 -S(0)2N1-1-alquio Ci.s, NOz a CN; 

RIO as hidrogeno, hidraxi, halOgeno, 0, aiquilo C1.6, cicloalquilo, heterocicloalquilo, alcoxi 

Ci6, CN, NOz Nl-12, arilo, heteroarilo de   66 eslabones que contiene urn,, dos a tres 

heteroatomos, elegidos entre ci grupo formado per oxigeno, azufre a nitrogeno?-NH-

aiquilo Cis, -N(alquilo Ci6)z amda cidira, -C(0)-amida ciclica, S-aiquilo Ci.6, -9(0)7-

a)quiio CIa, aiquiia C, sustiluido par haiOgeno, alcoxi C,.o sustituido per halogeno, 

aiquilo Ci.e sustituido pox hidroxi, -0-(CH2)y-alcoxi Ci,, -0(CH4vC(0)N(alquilo Cr o):, - 

C(0)-alquiio C,.e, -0-(CH2)-ariIo, .0-(CH2)-cicioalqui1o, -0_(CTJ2)rheterc,cicioaiquilo, 

-C(0)O-alquilo Cia, -C(0)NH-aiquilo C,6, -C(0)-N(alqui!o Cio),, 2.0xi.5-aa-

bicic1oj22.1hept-5-ilo 0 3-oxa-8.aza-bicic!o[82.ljo&8-flo; 

no ]a que of Memo adicionai del anillo N de Is amina biciclica puede estar disponibie On 

, 

forma de su Oxido 0 

y an la que lodes Ins grupos arilo, cicloaiquio, amida ciclica, hcterocicloaiquilo 0 heteroania 

de 5 6 6 eslabones definidos para R’, R1, R1 y R10 pueden estar sin sustituir a sustituidos pot 

uno a varios sustituyentes elegidos entre ci grupo formado par hidroxi, 0, halOgeno, 

aiqui(o inferior, Lenilo, akjuilo irüerior sustituido pot halOgeno a alcoxi inferior; 

I as ci rLUmero 16 2; 

x esO,l62; 

y esló2; 

I. A dir4A., Ip A,urn farnreiitiramente aceotables de 2a5 misn)o5 
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/ 
111. Compuestos de la formula general I A segun la reivindicaciOn 10, en donde 

diclios compuestos son: 

(5,6-clicloro-1 ,3-dthidro-isoindol-2-il)-(2-i sopropoxi-5-metanosulfoniJ-fenifl-metanona 

rac-(5,6-dicloro4 3-dihidro-isoindoi-2-iI)- f5-metancsuIfoni l-2-(2(2,2 1,-il] uor-I -metil-etoxi)-- 

fenhll-metdrLona, 

[5-metan osulknil-2-((S)-2,Z2-trifluor-I -nietil-etoxi) -fenifl-(5-trifluormetil-1 3-dihidro-

jsoindol-2-il) -metanona, 

(5, 6-dicloto-1,3-dihidro-isoindol-2-il) - (2-isopropiisuAfanil-5-metanosulfonhl-fenh! )-metsnona, 

(5-metanosulfonil-2-((R)-?,22-trifluor-1 -metiI-etox ) -IenflJ -(5- trill uormetil-1,3-dihi dro-

isoindol-2-il)-metanona, 

(-c!oro-ó-meti1 4 (3-dihidro-isoindoi-2-iI)-j5-metanosul fonil-2- ((9) -2,2,2-trifluor-1 -tnetil-

� 
(5-ckoro-6-metoxi-1,3-–hidra-isoindol-2-il)- [5.met2inosulionil-2-((S)-2,2,2-triIIuor-1 -metif-

etoxi)-fenIiI-metanona, 

(5-etilsulfanil-TI 3-dihidro- isoirtdoi-2-iI )- [5-metanosuThoni -2 US)_Z2,2trinUor1_metil-etoXi)_ 

fenuil-rnetanona, 

(2-isobutoxi-5-metanosulfonil-fenil) - (5-trifluarmetil-1 ,3-dihidro-isaindol-2-il) -metanona, 

4- isopropoxi-N-meril-3-(5-triftu orn,etil-1, 3-dihidro-isoindol-2-carbonil) -benc enosuifonamida, 

(5-cloro-6-metil-1 ,3-dihidro-isoindol-2-ii) - t5-metanosulfonil-2_((R) -2,2,2-trW uor-1 -meW-

etoxi) -fenill -metanona, 

(5-cloro-6-me HI-I ,3-d ibidro-isoindo] -2-iI)-(2-i sabutoxiS-metanosulfonil-feni.t)-metanona, 

4 
etoxi)-fenill-rnetano3n 

(2-isopro poxi-5-metanosulfonil-fenil)-(S-tnetoxi-1 ,3-dihidro-isoindol-2-iI)-metanona, 

IE5-metnosulfonil-2- ((S) -2,2,2-fi-ifhi 

dihidro-.isomdoi-2-il )-ruetanana, 

I [5-metanosuUonil -2-( (S)-2,2,2-trifluor-1 -metil-etoxi) -fenil] -(5-rnetoxi-6-tri–luormetil-1 3-

dThidro-isoindol-2- ii)- roetanona, 

15-metanosulionil-2-( (S)-2,2,2-trifluor-1 -metit-etoxi) -fenil] - (5_trifluormetoxi-1,3-dthidro-

isoindol-2- il) - rnetanona, 

[5-metanosuffonil-2-((5)-2,2,2-trifhror- 1-meHI-eroxi)-Ien 1] -15- (4-metil-tiazol-2-
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1)-I ,3-dihidro-isoindol-2-il] -metanona, 

isaindo -2-il j-metanon 

[5-metanosujfonjl -2- (5) -2,2,24rjfiuor-1-metiI-etoxi)-fenilj-j5- ($-metii-tiofen-3-il)-1 2 -dihidro-- 

isoindol-2-ill-metanona 

[5-metanasulfonil-2-((S)-2,22-trifluor-1 metiI-etoxi)-feni11 -(5-tiazal-2-iI-1,3-dihidro-isoindoL-2-

11)-metanona, 

(5-etilsulini1-6-trif1uorme UI-I ,3-dihidro-isoindol-2-ii)-l5-metan osulfonil-2-( (S)-2,22-tri�Iuor-

1- nwtii -etoxi)- ten ilFme tanona, 

5-c1oro-&meto,u-1,3-dthidro-isoindoI-2-i1)- 15-metanosulfonhl-2- ((R)-22,2-triftuor-1-metil-

etoxi)-fenill-metanona 

(5-clor>&metoxi-1,3dihjdro-igondoI-2-jl)-(2-isobtitoxi-5-metanOsulfordI-ferri)-metan0na, 

(5-fl uor-64rifluormetil-1 3-dihidro-isoindol- 2-il)- (5-mete nostdfonhl_2-US)-12,2-trifluox-1 - 

metft-eto,d ) -fenifl-meta nona, 

(5-etoxi--6- trill u ormetil -1,3-dihidro-jsoi rdoI-2-il)-(2-isopropoxi-5-metanosuIfoniI-fenhl)-

metanona, 

(5-cloro-6-morfolin-4-it-1 3-dihidra-isoindoI-2-iI)-(2-isobutox-5-metanosulfoni1-fenhI)-

mietanana. 

(5-cloro-6-morfotirL-4-iI-i tJ]nietoxi-5-metanosulfonil-fenil)-

metanona, 

(2-isopropoxi-5-metanosulfonil-fenil)-j5- (tetrahidro-pitan-4-il)-1 ,3-dihidro4soindol-2-it] - 

a rnetanona, 

W15 metanosulfonit-2-((S)-Z2,2?tifi?ov-1-metil-etoxi) (tetrahWro-[o-4-il)- 1,3-

dihidro-isoindol-2-ifl-metanona, 

(2 -isobutoxi-5-metanos ulfonkl-ten ii) S-(tetnthi Ur o-piran-4-ii)-1 ,3-dihidro-!soindol-2-ifl-

me ta n on a 

(2-ciclopropilmetoxi-5-metanasulfonil-fenil)- [5-(tetrahidro-p ran4-iI) -1 ,3-dihidro-isoIndol-2-

ii] -me tanona, 

(2-ciclobutijmetoxi-5-metanc,suifonil-fenil)-15- (tetrahidro-piran-4-il)- 1,3-dihidro-isoindoi -2-

ii] -metaflona, 

(2- (2, 2-dftnetfl- propoxi)-5-metan osulfrjnil-feniIl- I- (tetrahicIro-piran4-iI)-1,3-dihidro-

isoindol-2-ilJ-metanona, 
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[5-metanosulfonil-2-((S)-2,2,2-trifluor-i -nietil-etoxi)-fenil] -RI R,55)-5-(3-oxa-8-aza-

bicicIof3 .2.1 Jod-8-i1)- I ,3-dihklrc-isoind oJ -2-il) -rnetanana, 

[5-melranosulfonil-2- ((S) -2,2,2-trffluor-1-metil-etaxi)-feriilj- [5-me til-6-(tetrahitho-pitan-4-il)-

1,3- dihidro-isoind 01-2-i IJ-metanona, 

15_metanosu1fonil-2((S)-22,2-trifluor-1 -metil-etoxi)-fenhlI- [5_(tetrahidro-ftiran-3-iI)-1 3-

dihidro-isoindol-2-U] -metanona, 

15-cl oro-6- (tetrahidro-pirari-4-il)-1 ,3-d ihidro1soindol-2-il] -tS-metanosul fonil-2-((S)-2,2,2-

trifluor-1 -metil-etoxi) -fenil] -metanona, 

(5-metanosulfonil -2-US)-2,2,2 -triflu or-I-rn etil-e toxi)-fenil] -[5- (tetrahidro-piran-3-iI)-i ,3-

dihidro-isoindol-2-iIJ -metanona, 

[5-metanosu foniI-2-(S) -22,2- trifluor- I-Inc HI-a toxi)-Ienil]-(5-pi ndin -4-il-I ,3-dthi dro-isoin dol-

2-ii)-metanona, 

I’ 

2-ii)-metanona, 

[5-inetanosulfoni1-2-((S)-2,2,2-trifluor-i -irietil-etox 1)-fenil] -(5-taiil-1 ,3 -d ihidro-isoindol-2-i1)-

[5-(2-cl oro-fenil) -I ,3_dihidro_isoiridol-2-ilI- [5_rnetanosulfonil-2-(2,2,2-triflucr-1 -inetil-etoxi)-

fenilj-mefanona, 

[5-metanosulfonfl -2- (2,2,2-triflu or-i -metil-etoxi) -fenil] - (5-tiofen-3-iI-1 ,3-dihidro-isoindol-2-iI) - 

metanona, 

f5-metanosuffonil-2-(2, 2,2-trifluor-1-metil-etox t)-fenil] -[5-(4-metil-ti ofen-2-i1) -1 ,3-dihidro-

isoindol-2-iI] -metanona, 

I J5-ntetanosulfonil-2-(22,2-trifluor-1 -metil-etoxi)-feniIl- [5- (3-rnetil-tiofen-2-il)-1 3-dihidro-

Sisomndol-2-ii]-metanona, 
I

 

(5-(4-fluor  I 3-dihidro-isoindol -2-fl) -[S-metanosulfonil-2- (2,22-trifluor-1 -meul-etoxi)-

fenill-metanona, 

15-(3-fluar-fenii)-1 ,i -dihidro-isoindol-2-ilj- [5-metanos ulfon 2-2- (2,2,2- trifl uor-1 -oiedl -etoxi)-- 

I 
fenil]-metanona, 

[5- (2-flu or-fenil)-1,3-dihidro-isoindol-2-ili- [5-rnetanosulfonil-2-(2,2,2-trifluor-1 -metil-etoxi)- - 

fenil] -metanona, 

[5_(3,5_difiuor_fenil)-1, 3-dihidro-isoindol-2-iII - [5_metanosulfonhl-2-(2,2,2-trifluor4 -metil-

etoxi)-Ienifl -metanona, 

[5-metanosulIonil-2-(2, 2,2_trifluor-1-metil-etox 1)-fenil] -[5-(3-metox i-fenil) -i3-dihidra-

isoindol-2-iI j-metanona, 
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3-11)-I 3- dihjdro-isoindoi-2-UJ-rne tanona, 

fs-metanosulfonil-2-( (S)-2,2,2-triftuor-I metil-ekoxi)-feni11-(5-pitazOl-1 -il-I 3-dihidro-isaindol-

2-il)-metanona, 

t -meranosuffonil-2-US)-2,2,2-trifluor-1 -metil-etox 1) -feni(1- (5-(22,2-frIB uor-e oxi)- I 3-diNdro-

so id oi -2-il) -metano,a, 

[5-cloro-6-(tetrahidro-fu ran-S-ifl-I ,3dihidro-isoindo1-2-ii1- [5-metanosultonil2-((S)2,22 

trifluor-1-metil-etoxi)-fethll-metanona, 

rac-(2-isoprapoxi-5metanosu tond-Ieni1)-5-(tetrahi dro-iuran-3-il)-1,3-dihidro-isoindoI-2-iI] - 

metationa, 

rac-[5-metanosulfonhl-2- (2,2,3,3,3-pentafluor-propoxt)-fenfl] - 15-(te rahidro-furan-3-il)-1 3-

d ihidro-isoind ol-2-ill-metanona, 

* 

metanona, 

[5-cloTo-6-(3-oxa-8-aza-bidclo [3.2.11 oct-8-il)-1 ,3-di hidro-isoindo-2-ilJ- [5-metanosuffonihz-

(2,23,3,3-pen tafl u or- rropoxi)-fenil_metanona, 

rac- [5-metanasulfonil-2- (22,3,33-pentafluor- prop oxi) -fenil] - [5-(tetrahidro-piran-3-iI)-1 3-

dihidro-isoindol-2-il]-metanona, 

((1S45)-5-eloro-6-2-oxa-5-aza-bicic Jo [2.2.11 hept,3_diIiidro-Jsoifldol-2-ii)-[5-

metanosulfonil-2- ((5) -2,Z2-trifluor-1 meti1-etoxi)-feni11-metanona, 

t5_fluot_6_(tetrahidro-piran-4_iI)-1 ,3 -d ihidro-is oind oI-2-iI] _[5-metanosulfonil-2-((S)-222-

trifiuor-1 -inetil-etoxi) -fenil] -metanona, 

(5-metanosulfonfl-2-((S)-22,2-fflfluor-1 
dihidro-isoindol-24I1 -metanona, 

[5- (3-fluor-oxetan-3-iI)-1 ,3-dihidro-isoind ol2-i11j5-metanosuIfonhI-2-( (S)-2,2,2-trifluor-1 - 

metil-etoxi)-feniII-metanona, 

f5-metanosuffonil-2-((S)-2,2,2-trifluor-1 -meti I-etoxi)-fenil] - (5-(3,3,3-trifluor-prop ot) -1,3-

dihidra-isoindoi-2-iI1-metanona, 

(5-fluor-6-znorfolin-4-il-1 3-dihidro-isondoI-2-il)-[5-metanosu fonil-2((S)-22,2-trifI uor- I - 

metil-etoxi)-fen}-metanona, 

(5-fluor-6-morfo1in4-il-1,3-dihidro-isoifldO-2-il)- (5metanosuIfonh1-2-(2,23,33-pentaflUOr 

propoxi)-fenill-metanona. 

11 ; fIF, ILT /k..h; n,,rn4-Invi\-1 .trihidrn-isnindoI-2-i11-
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rrifluor-1-metil-etoxi)-feni-metanona, 

t5-clora-6-(tebaHdro-piranA-iloxi)-13-dihi dro-isoindal-2- ii] - (2-isopropaxi-5-’netanosulfanil-

fenil)-metanona, 

15-fluor-6-(tetrahidro-piran-4-iloxi)-1 
3-clihtdr o-isaindol-2-il] -[5-rnetanosulfonil2-((S) -2,22-

trifluor-1-metil-etoxi) -fenil)-metanona, 

[5-fluor-6-(tetrahidro-piran-4-iloxi)-1 3-dihidro-isoindol-2-il] -(2-isop rap oxi-5-metanosulfordl-

fenil)-metanona, 

[5-fl uor-6- (tetrahidro-piran-4-iloxi)-1 3-d ihidro-isoind 01-2-il] - [5-metanasulfonil-2-(22S3,3-

pentafluor-propaxi)-fenill-metanona o 

[5-cl oro-6-(tetrahidro-piran-4-iloxi)-1 ,3-d ihidro-isoindol-2-ill- [5-metanosulfonil-2-(223,33-

.4. pentafiuor-prapoxi)-fenifl-metanona. 

12. Compuestos preferidos de Iii formula general I A segün las reivindicaciones I y 2, 

en Ins Que R’ es fenilo sin sustituir o sustituido, per ejemplo las compuestos siguientes: 

(5-cloro-6-rnorfol in-4-il-1 ,7-dihidro-isoindol-2-iI)-(4-metanosulfonil-loifenhl-2-il)-metanOfla 

(5-clorc-6-morfolin-4-iI-1,3-dihidro-isa indol-2-ifl-(3’ -fluor-4-metanosulfonil-bifenil-2-il) - 

metanona, 

(5-c] oro-6-morio]ni -4-il-i -fluor4-metanosulfonil-bifefli1-2-il) - 

metanOna 0 

(4-A uor-4 -neta nosv]fonil -bffenfl -2-il)-I5 -(tetraliidro-piran-4-il)-1,3-di hidro-isoindol-2-iIJ-

* 

13. Compuestos ic la formula general I B segtn Is reivindicacion 3, dichos 

compuestos son: 

(2-ciclobutilmetaxi-5-metanosui fonil-fenil)-(3-trlfl uormetil-5,7-clihid ro-pirralo[S,4-b] piridin-- 

6-il)-metanona, 
(2-isabutaxi-5-tnetanosulfonil-fenil)- (3-trifluormetiI-57-dihidropirraIOt3,4-b] piridin-6-il)-

metanona, 
5-metanosulionil -2-fl R)-2, 2,2-triflu or-i -rnetil-etoxi)-fenil] -(3-tn Iluormetil-57-dihidro-

pirrolof 3,4-b] piridin-6-iI)-metanona, 
(4’-fluor-4-metanosulfonil-bifenil -2-il) - (7-trifluormetil-5,7-dihidro-pirrolo [34-blpiridin-6-il)-
metanona, 
(3,4Ldiflu or-4-metanou1fonil-bifeni1-2-iI)-(3- tn fluorrne til-5 7-dihidr o-pirrolo[3,4_blpiridin-6-
fl 
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t5-metanosulfonil-2- ((S) 

pirrolo [3,4-b) piridin-6-il) -nietanona, 

[3-(4-fluor-feniI)-5, 7-diMdro-prro] o3,4-b] pin djn-6.-fl) .43-metanosulforül-2-((S) -2,2,2-trifluor-

1metiletoxi)-fenil1-metanona, 

[5-metanosulfonil-2-((S)-2,2,2-trifluOr-1 -metil-etoxi)-fenil] - (3_trifluormetil-5,7-dihidrO-

pirroloI3,4-b}piridin-6-iO-rfletaflofla o 

t2-(4fluor-fenil)-5,7-dihidr0-pirtOlo [34-b] piridin-6-il]- [5metanosulfoniI-2-((S)-2,22-triflUOr-

I -metil-etoxi) -fenil] -metanona. 

14. Compuestos de la formula general IC segun la reivindicaciOn 4, dichos 

compuestos Son: 

4 
ii)- me t a no n a, 

(4! fluor.4-metanoSulfonil-bifenil-2-il)-(6-triflU ormetil-1 ,3-d ihidro-p frroo [3,4-clpiridin-2-ii)-

metanana, 

(31,4! -difluor-4-metanosulfonil-bifeni -2-il) - (6-trifluarmetil -1 ,3-dihidr o-pirrolol34-c) piridin-2-

II) -metanona, 

f5metanosu1fonil-2-(2,2,3,S,3-PefltafIt or-propox9-fenil] -(6-trifluormetil-I ,3-dihidro-

pirrolo[3,4-clp iridin-2-il) -metanona, 

[S-metanosulfonil-2-(2,2,3,3-tetrafIuoTprOp oxi) -fenii] - (6-triflu ormeti-i ,3-dihidro-pirrOlO (3,4-

cipirid n-2- )-rnetanona, 

1_metil-etoxi)-fenil]-metanona 0 

r-meanuThoni1 2US)-2,2,2-tnif] uor-I -metil-etoxi) fenil].(6motfolin-4il-13-dihidXO-

pirrolo [3,4-c] piridin-2-ifl-metanona. 

25. Compuestos de la formula general I U segün  la reivindicacion 5, dichos 

compuestas son: 

[5_metanosulfonil-2_((S)-2,2,2-ttifluOr-1 -me til-e toxi)-fenil I-(2-trifluOrmetil-S 7-dihidro 

pirrolo [3,4-d] piriniidin-6-iI)-metanona. 
(2isopropoxi-5-metanosulfonht-fenhI) - (2-trifluorme til..5, /-dihidro-p rroIoIS,4-d] pirhiidin-6-

ii) -me t a n 0 n a 
(4-metanosu fonil- bifeni-2-ifl-(2- 0-IS uormetil -, 7-dihi dro-pirrolof3,4-d]pir imidin-6-il)-
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16. Compuestas de la formula getera1 I E segün  la reivindicacion 6, dichos 

carnpuestos son: 

I -(4-me anosulfoniI-bifenil-2-carbonil)-23-dihidro-1H-ndoI-4-carbonitrilo, 

Metil ester del acido 1-j5_metanosu1fanil-2-((S)2,22-&thuor-1-metil-etoxi)-benzoil1-2,3-

dihidro-1H-indol-4 -c a rb o x II ic a 

Mcdl ester del wido 1-(2-isopropoxi-5-nwtanosulfonhl-ben2oii)-23-dihidro-IH’-indol-4-

carboxilico o 

(4-bromo-2,3-dihidro-indol-1 -I) -[5-meanosu fonil-2-((9)-2 ?,2-triflu or-I-rn etil-.etoxi)-fenill-

metanOna 

17. Ccanpuestos de La formula general I F segUn In reivindiccioc 7, cliches 

SconipUestos Son: 

(5 -brama-indol-1-il)- [5-metanosulfonhl--((S)-2,2,2-trifluor-1 -metil-etoxi)-fenit] -metanona, 

1 -15-metanosulfonil-2- ffS)-2,22-trifluor- I -tnetil-etoxi)-ben2oil) -I H-in dot-6-carbonitrtlo 

0 

18. Compuestos de la formula general I C segun la reivindicaciOn 8, dichos 

compuestos Son: 

[$-metanosulfonil-2-((S)-2. 2,2-trifluor- I -metii-etoxi)1enhl] -(5-nitro-indazol-1-il)-metanona, 

(5-cloro-indazal-1-il)- 0 

(5,7-dicloro-indazol-1 -II) - [5-metanosulfonil-?-

inetaflc,na. 

19. Un compuesto de la formula general I 1-3, dicho compuesto es: 

metanona. 

20. (In proceso pare la obtendOn de un compuesto de Ia formula la, definido en las 

reivindicaciones de I a 19, dicho proceso consiste en: 
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a) hacer reaccionar compuesto de la formula 

NH 
net 

U 

elegido entre el grupo formado por 

NH (R5)fME1 

RR HA PR 
1113 Rllc 

H 
N R H NH (R7)qHK 

11DHE HF 

H H 

R5 

HG llH 

con un compuesto de la formula 

o 

HO 
I 

S 
R 

on presencia de un agente activador, pot ejemplo TBTU, 

para obtener un compuesto de la formula 

0 

N 

qua incluye las estructuras siguientes: 
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O Rt 
a 

P1 

IA LB R5m 

o p fl 

;c(Re)N R R 
R1 ’p 

(R)r 
° Ri 

R2 INIF 

(R)(R10)t 
0 R 

/ 
I t_(NATd: 

- 

’H 

en Ins que las definiciones Se han esabiecido on Ia reivindicadOn 1, 

a 

b) hacer reaccionar compuesto de la formula  

0 
iS hat ha! 

at N\ haI �:Jhal 

- IVAam JVBD 
(R) IVC 

(RS(N 
IVE) 

en las que had Cs un gwpo halOgenq. par ejemplo Br oO 

con Un campuesto de Ia formula 
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C’ 

o R1 

H2NJL1 

en presencia de una base, per eemplo hidrura sodico, 

para abtener an compuesto de las formulas 

ORI 

(Rn R2 
) IA R2 IBo 

S 0 0 H1 

/N 

R50 - 
- R H 

p2 ID 

en las que los susrituyentes tienen los significados definidos on la reivindicaciOn 1, y, 

si so desea, en convertir Jos connpuestos obteniclos on sales de adicion de &cido 

farrnaceuticarnente aceptables. 

21. Un medicamento quo contiene uno o varios compuestos reivindicados en una 

cualquiera de las reivindicaciones de 1 a 19 y excipientes farmaceuticamente adecuados. 

22. Un medicamento segun Is reivindicacion 21, en donde las enfermedades son la 

psicosis, el dolor, to disfunciOn de Is memoria o del aprendizaje, Is esquizofrenia, la 

demencia y otras enfermedades on las que los procesos cognitivos estan trastornados, por 

ejemplo los trastornos por deficit de atenciOn o la enfermedad de Alzheimer. 

23, El uso de on compuesto reivindicado en una cualquiera de las reivindicaciones do 

1 a 19 pam to fabrication do medicamentos destinados al tratamiento de Is psicosis, ci dolor, 

I dicf’incn np"rndeuenerativa de la memoria o del aprendizaje, Is esquizofrenia, Is 
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Re lien V 
Reasoned statement under Rule 66.2(aXii) with regard to novelty, inventive step 

or industrial applicability; citations and explanations supporting such statement 

01: Et.-GHANDOUR El’ AL.:"Synthesis of certain 6-nitro and 6-chioroindazole 

derivatives’ EGYPTIAN JOURNAL OF PHARMACOLOGICAL SCiENCES, vol. 

29,1988, pages 545-551, XP9062926 
D2: WO 99/44596 A (JANSSN PHARMAGEUTICA N./; LUYTEN, WALTER, 

HERMAN, MARIA, LOUIS; JANSS) 10 September 1999 (1999-09-10) 

03: WO 2004/037800 A (GLAXO GROUP LIMITED; BEST, DESMOND, JOHN; 
BRUTON, GORDON; HEIGHTMAN, T) 6 May 2004 (2004-05-06) 

D4: WO 02100602 A (PFIZER PRODUCTS INC; LOWE, JOHN, ADAMS, Ill) 3 
January 2002 (2002-01-03) 

The compound Ili disclosed in table 1 of Dl is   representative of the compounds (I) of 

the present ease which is excluded from the subject matter of claims 1 and 8 by a 

proviso. Of is an accidental disclosure, as the suitability of the compound Ill disclosed 

therein as a glycine uptake inhibitor is not mentioned. 

Other compounds displaying glycine uptake inhibiting activities are known from 02-04. 

These compounds are, however, structurally remote from the compounds (I) according 

to the present case. 

The subject matterof claims 1-23 is therefore novel in the Some of Article 33(2) PCT. 

As closest prior an can be regarded any of 02-04. 

The problem underlying the present application was to provide further compounds that 

are suitable as glycine uptake inhibitors and thus useful in the treatment of certain men-

tal diseases. 

This problem has been solved, as was can be seen in the description (p. 27 ft.). 

The compounds (I) cannot be considered obvious for the man skilled in the art, as they 

represent a class of substances trial has never been suggested as glycine uptake 

inhibitors. 
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ft2!>b i 
Claims

 

yI. Compounds of general formula 

0 R 

Rz 

wherein 

R1 is halogen, �OR1, -SR, cycloalk-yl, cyclic amide, heterocycloalkyl, aflI or 5-or 6 -
membered heteroaryl, containing one, two or three heteroatoms, selected from the 
group consisting of oxygen, sulphur or nitrogen; 

R’IR"are hydrogen, C1.6-alkyl, C16-alkyl substituted by halogen, �(CH)ccycloaIk$ or 

S �(CHz)x-aryl; 

R2 is 4(0)2- Ci.ralkyl, �S(0)zNH- C, 6-alkyl, N01 or CN; 

is an aromaticor partiaUy aromatic bicyclic amine, which may contain one or two 

additional N-atom, selected from the group consisting of 

(R5�(,)N_t (R54I 

RR’ a) R R 
h) R la C) 

(R7)q 
’c-_$ R" (R8) EC 

d) 
RR e) 

7-ti 

(R’), (R 
g) N h) 

C) 
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and wherein one additional N-ring atom of the aromatic or partia’ly aromatic bicyclic Inline 

Nj 
may be available in form of its oxide 

to RIO are hydrogen, hydro,y, halogen O, Cj.rallcyl, cvcloaikyl, 

helerocydoalkyL Ccallcoxy, CN, NOz, NMI, aryl, 5 -or 6-membered heteroaryl 

containing one, two or three heteroatoms, selected from the group coitsisting of 

oxygen, sulphur or nitrogen, -NH- Cj6-aklcyl -N(Cs.ralkyl)i, cyclic amide, 

-C(0)-cyclic amide. S C-zk$, -S(0)r Cialky1 Cx.alkyl subUtated by 

halogen, Cts-aJkoxy sibstitutcd by halogen, Cl -alkylsubstituted by hydroxy, 

-01CF{1)r C.etWo>j, 01CH2)yC(0)N(Cj6alkyl2,-C(0)- C’alkyL 

-O-(CHih-aryL -Ct-(CH2)rcydoalkyl, -O’iCH)cheterocycIoaIkyh 

-C(0)O- Q6-alk$ -C(0)-NH- Ci-a11q, -C(0)-N(Co-a1kyfl2, 

1-oq-Sata-bitycluI22. I )hept-5-yl or 3-oxa-S-au-bicycloj3.2. l)oct-8-y]; 

� 
Rand R" in group e) may fonll together with -(CH2)4- a nox membered ring; or 

R, W. W1 and R’ are independently from each other hydrogen or Cj6-aIkt 

and wherein all aryl-, cydoa&yl-, cyclic amide, l,eterorydoalkyl- or 5 or 6 membered 

beteroaryl groups as defined for K’. R’c to R maybe unsubstituted or substituted 

by one or more substituents selected from the group consisting ofhydroxy, myth halogen Ci-

gBq’?  pherayh C15-aLkyl subs�httedby halogen or Cj.s-alkox 

n. in, ca. p,q,r,s and tare I or 2; 

x is 0, 1or2; 

Y islor2; 

and pharniaceuticallycceptabie acid addition salts thereof, with the exception oU2-hydroxy-

5-nitro-phenyl) - 6.nitro-indazol- t-yl)-methanone. 

2. Compounds offormIa IA according to claim I 

o 

s1 

[A 

wherein 
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1<’ is halogen, �OR’. -SR’. cycloalkyl, cyclic amide, heterocycloalkyl, aryl or 5 o 6 -

membered heteroaryl, containing one two or three heteroatoma, selected from the 

group consisting of oxygen, sulphur or nitrogen; 

R/Rrare hydrogen, C,ralkyl, C1 6-alkyl substituted by halogen, �(CH2)-cycloallcyl or - 

(0142)raryl; 

R2 is �S(0)r Ciralkyl, �S(0)2NH- Cis -alkyl, F40a or CN; 

R3 is hydrogen hydroxy, halogen, =0, Cia-alkyl, cydoalkyl, 

heterocycioalky), C,4-alkov, CN, NO2, NH2, and. 5-or 6 -membered heteroaryl 

containing one, two or three heteroatons, selected from the group consisting of 

oxygen, sulphur or nitrogen, -NH- Ci6-alkyl, -N(Cia-alkyl)a, cyclic amide, 

-C(0)-cyclic amide, S-Ci.-aIkyl, -S(0)2- Cis-alkyl, C1.6-ailcyl substituted by 

halogen, Cis-alkoxy substituted by halogen, C,rallql substituted by hydroxy, 

-04CH2)r C15-alkoxy, -0(CH2)1C(0)N(C14-alkyl)2, -C(0)- C,.s-alkyL 

�0-(CH2)-aryl, -0-(CH2)ccyc]oalkyl, -0-(CFI2)-heterocycloalkyl, 

�C(0)O- Ci.o-alkyl, �C(0) -N}1- Ci.rallqrl, �C(0)-N(Ci-allcyl)z, 

2-oxy-5-aza-bicyclol22. I lhept-5-yl or 3-oxa-8-aza-hicyclo[32. I] oct-8-yl; 

R, R’ are independently from each other hydrogen or Ci4-alkyb 

and wherein all aryl-, cycloalkyl-, cyclic amide. heterocycloalkyl- or 5 or 6 membered 

hetethaiyl groups as defined fork’, R", R’ andR’ may be unsubstituted or substituted by one 

or more substituents selected from the group consisting of hydrates O, halogen, C,s-alkyl, 

phenyl, Ci.-alkyl substituted by halogen or C,.s-allcoxy; 

n is lor2; 

x is0,1or2 

y islor2; 

and pharmaceutically acceptable acid addition salts thereof. 

3. Compounds of formula I B according to claim 1 
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OR’ 

re 

I B 

wherein 

R’ is halogen -OR’ -SR’. cycloalkyl, cyclic amid; heterocycloalkyl, aryl or 5 -or 6 -

membered heteroaryl, containing one, two or three heteroatoms selected from the 

group consisting of oxygen, sulphur or nitrogen; 

RX(Riare hydrogen, C,-aIlq’l Cis-alkyl substituted by halogen, -(CHz)-cydoalkyl or 

R2 is -S(0)r C,.-alkyl, -S(0),NH- C, -alkyl, NO2 or CN; 

� and wherein the additional N-ring atomof the bicyclic amine maybe available in form of its 

CN 
oxide 

is hydrogen, hydroxy, halogen, =0, C, alk)4 cycloalkyl, 

heterocycloalkyl, C,s-alkoxy, CN, NO2, NH2, aryl, 5-or 6-membered heteroaryl 

containing one, two or three heteroatoms, selected from the group consisting of 

oxygen, sulphur or nitrogen, -NH-C,.-alkyl, -N(C,5-allcyl)2, cyclic amide, 

-C(0)-cyclic amid; S-C,,-aIlcyl, -5(0)2- C,,-alkyl, Q4 -alkyl substituted by 

halogen, Cis-alkory substituted by halogen, Cj5-alky1 substituted by hydrous, 

0(CHz)r C,.-alkoxy, -O(CFI2)1C(0)M(Cirallcyl)z, -C(0)- C,.6-alkyl, 

0(CHi)caiy1, -O-(CH2)x-cyc)oa!kyl -O-WHz)-he!eroqcloallcyl, 

� -C(0)0- CI.s-alkyl, -c(0)-NH- Cis-alkyl, -C(0)-N(C,0-alkyl)2, 

2-ozy-5-aza-bicyclo(22. I] hept-5-yl or 3-oxa-8-aza-bicyclof3.2. I] oct-8-yI; 

R, R’ are independently from each other hydrogen or Ciralkyl; 

and wherein all aryl-, cycloalkyl-, cyclic amide, heterocydoalkyl- or 5 or 6 membered 

heteroaryl groups as defined for iV, R’, and R’ maybe unsubstituted or substituted by 

one or more substituents selected from the group consisting ofhydroxy. 0. halogen, C1.6-

alkyl, phenyl, C1.6-alkyl substituted by halogen or Ciralkory; 
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in islor2; 

x isO,’ or2; 

y islor2; 

and pharmaceutically acceptable acid addition salts thereof 

4. Compounds of formula IC according to claim I 

C 

NX?  - R R 
R2 IC 

EP200600076 

wherein 

is halogen, -OR’, -SR’, cycloalkyl, cyclic amide, heterocycloalkyl, ary] or 5-or 6-

membered heteroaryl, containing one, two or three heteroatons, selected from the 

group consisting of oxygen, sulphur or nitrogen; 

R’ffl’are hydrogen Ci4-alkyi, Cis-alkyl substituted by halogen, -(C112)ccyclaaWyl or 

-(CH2)-aryt; 

R2 is -S(0)2- Ca-alkyl, -S(0)2NR- Cj6-slkyl, NO3 or CN; 

and wherein the additional N -ring atom of the bicyclic amine may be available in lbrm of its 

oxide 

� R5 is hydrogen, hydroxy, halogen, O, C, 6-alkyl, cycloalkyl, 

heterocydoalkyl, C,ralkoxy, CN, NO2, NH2, aryl, 5 -or 6 -membered heteroaryl 

containing one, two or three heteroatoms, selected from the group consisting of 

orygen, sulphur or nitrogen. -NH- C, 6-alkyl, -N(Ci6-alkyl)z, cyclic anode, 

-C(0)-cyclic amide, S- Cis-alkyl, -S(0)z- Cis-alkyl, Cia-alkyl substituted by 

halogen, Cie-alkoxy substituted by halogen, Cia-alkyl substituted by hydroxy, 

-0-(CH2)r C1,-alkoxy, -O(CH2)yC(0)N(Ci6-alkyl)z, -C(0)- C,.6-alkyl, 

-O-(CH2)x-aryl, -0-(CH3)rcycloalk$, -04CH2)-heterocycloalkyl, 

-C(0)O- CL6-alkyl, -C(0)-tffl- Cia-alkyl,--C(0)-N(Cis-alkylh, 

2-oxy-5-aza-bicyclo(2.2.111rept-3-yl or 3-oxa-8-am-bicyclo[3.2.1]oct-8-yh 
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R, Ware independently from each other hydrogen or C15-aThyl; 

and wherein all aryl-, cycloalkyl-, cyclic amide, heterocycloalkyl- or 5 or 6 membered 

heteroaiyl groups as defined for R’, RL, RL and R5 may be unsubstituted or substituted by 

one or more substituents selected from the group consisting ofhydroxy, 0, halogen, C1.6-

alkyl, phenyl, C1, -alkyl substituted by halogen or Ci.a1koxy; 

0 islor2; 

x isOtor2 

y islorZ; 

and pharmaceutically acceptable acid addition salts thereof. 

5. Compounds of formula ID according to claim 

0Ri 

Is 

(R5 N R R 
R ID 

wherein 
Rt is halogen, �OR, -SR’, cydoaliqi, cyclic amide, heterocydoallcyl, r4ryl or S-or 6-

niembered heteroary1, containing one, two or three heteroatoms, selected from the 

group consisting of oxygen, sulphur or nitrogen; 

R’IR’are hydrogen, Cps-alkyl, Cie-alkyl substituted by halogen, _(CHI)ccycloalk)1 or - 

(CHa)x-aiyl; 

I R is S(0)r C,,-alkyl, �S(0):NH- C1s-alkyL NOz or CN 

and wherein one additional N-ring atom of the bicyclic amine maybe available in form of its 

CN�
oxide 

is hydrogen, hydroxy, halogen, =0, C..6-alkyl, cycloalkyl, 

heterocydoalkyl C1s-alkory, CR NO2, NH:, sty, 5-or 6-rriembered heteroaryl 

containing one, two or three heteroatoms, selected from the group consisting of 

oxygen, sulphur or nitrogen -NH- Cus-alkyl, -N(C14-aDqd)2, cyclic amide, 

-C(0)-cyclic stride, S- CL .alkyl, -S(0)2- CLralky(, Cte-alkyl substituted by 
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halogen, C16-alkoxy substituted by halogen C].6-alkyl substituted by hydroxy, \C) 

O(CF{z)y C1.6-akoxy, -O(CH2)yC(0)M(Ci-a1lq’i)2, -C(0)- Ct.s-alkyi, 

-0- (CH8)-aiyl, 0(CH2)rtyCloalk)1. -0-(CH2k-heterocycloalkyl, 

-C(0)0- Ciralkyl. -C(0)-NH- Ci.ralkyl, -C(0)-N(Ci.rallcyl)z, 

2-oxy-5-aza-bicyclo[2.2,l ] hept5-yI or 3-oxa-8-aza-bicyclo[3.2. I Joct-8-yl; 

R R’ are independently from each other hydrogen or C1.6-alkyl; 

and wherein all aryl-, cycloalkyl-, cyclic amide, heterocycloalicyl- or 5 or 6 membered 

heteroaryl groups as defined for to R’° maybe unsubstituted or substituted 

by one or more substituerits selected from the group consisting ofhydroxy, O, halogen, C14-

alkyl phenyl, C1 -alkyl substituted by halogen or Ci-aIkoxy; 

p islor2; 

x isO,lor2; 

� y 

and pharmaceutically acceptable acid addition salts thereof. 

6. Compounds of formula I E according to claim 1 

wherein 

R is halogen, -OR",-SR’, cycloalkyl, cyclic amide, heterocycloalk, aryl or 5 o 6-

membered heteroary], containing one, two or three heteroatoms, selected from the 

group consisting of oxygen, sulphur or nitrogen; 

W/RLare hydrogen,, Ci.5-atkyl, C1.6-alkyl substituted by halogen, -(CH2)ccycloallcfl or - 

(CUz)cary 

Rt is -S(0)3-, Cie -alkyl, -S(0)2NI-{-, Cia-aikyl. NO2 or CN; 

K’ is hydrogen, hydroxy, halogen, uO C6-alkyl, cycloalkyl 

heterocyc)oalkyl, C.6-aThoxy CN NO2. NH2, as)d, S -ox 6 -membered heteroaryl 
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t 

containing one, two or three heburesormsi selected from the group consisting of 49 

ogen, sulphur or nitrogen, -NH-, C,c -afll, -N(, Cis-a’lh, cyclic amide, 

-C(0)-cyclic amide, S-, C, -aIIyl -S(0)2-, C,.5 -alkyl,  Q.6 alkyl substituted by 

halogen, C,6-allcoxy substituted by halogen,, C,-aIkyl substituted by hydroxy. 

-O-(CHz)r Ci.ralkoxy, -0(Ch2)C(0)N(, C,.-alkyl)2, -C(0)-  C14-alkyl, 

-0-(CH2)x-aryl, -0-(Cft)-cydoaIl9I, -0-(C112)-heterocycloallqI, 

-C(0)O-, C,5-alkyl, -C(0)-NH- C16-atkyl, -C(0)-N(, Ci6-allcyI)2, 

2-oxy-5-am-bicycloj ?2, I] hept.5-yl or 3-oxa-S-aza-bicyclo[32. I )oct-81l; 

Rand IC in group C) may form together with -(Gil2)4- a she membered ring or 

R, R, k’ and R" are independently from each other hydrogen or, C1.6-alkyh 

and wherein all aryl-, cycloalkyl-, cyclic anide, heterocycloalky4- or 5 or 6 membered 

heteroaryl groups as defined for k R’, Rand It7 may be unsubstituted or substituted by 

one or more substituents selected from the group consisting ofhydroxy, =0, halogen, 

alkyLphenyl,, Cj-alk)4 substituted by halogen or, Cis-alkoxy; 

q is lor2; 

x isO,l or 2; 

y islor2; 

and pharmaceutically acceptable acid addition salts thereof, 

?, Compounds of formula J F according to claim I 

(R°)r 
- a 

’P 

wherein 

R’ is halogen, -OR’, -SR", cycloaThyl, cyclic ami4e heterocydoalky), and o,-5-or 6-

membered heteroaryl, containing one, two or three heteroatoms, selected from the 

group consisting of oxygen, sulphur or nitrogen; 

Rl’,Rrare hydrogen,, C,.alkyl, , C5’alkyI substituted by halogen, -(CH:)-cycloalkyl or-

(CH2)rar$; 
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J 

R2 is -S(0)2-,-Ci-alkyl, -S(0)2N1 - C1.6-alkyl, NO2 or CN; 

Its is hydrogen, hydroçv, halogen, O,, C16-alkyl, cycloallçvl, 

heterocycloalkyl, C1.-alkoy CN, NO2, NI12, aryl, 5 -or 6 -membered heteroaryl 

containing one, two or three heteroatoms, selected from the group consisting of 

oxygen, sulphur or nitrogen, -NH-, C, 6 -alkyl, -NC Ci.s-alkylh, cyclic anide, 

-C(0)-cyclic amide, S-, Ci-alkyl, -S(0)z-, C,o-alkyl, C,6-alkyl substituted by 

halogen Cis-alioxy substituted by halogen, C1.6 alkyl substituted by hydroxy, 

_O(CH2)r, Ci-alkoxy, -O(CH1)C(0)N(, Cir allc$)z, -C(0)- , Cis-alkyl, 

(CH z)r aryl, -0- ( CH2)r cycl oalk$, -0- ( CH2) -heterocycl oalkyl, 

-C(0)O-, Curalkyl, -C(0)-NH-, Cit-alkyl -C(0)N(, CLralkyl)z, 

2-oxy-S-aza-bicyclo[22. 1) heirt-5-ld  or 3-ma-8-aza-bicyclo[3.2. 1] oct-8-yb 

and wherein all aryl-, cycloalkyl-, cyclic amide, heterocycloal]cyl- or 5 or 6 membered 

40 heteroaryl groups as defined for R’, R’’, It" and Ra maybe unsubstituted or substituted by 

one or name substituentsselected from due group consisting ofhydro9’. 0, halogen,, Cr 

allq’l, phenyl , Cjs -alkyl substituted by halogen or, Ci.-alkoxyi 

r is lor2 

x is 0, 1or2; 

y islor2; 

and pharmaceutically acceptable acid addition salts thereof 

8. Compounds of formula I G according to claim I 

(R), 

wherein 

& is halogen, -OR", -SR’, cycloalkyl, cyclic amide, heterocycloalkyl, aryl or 5 -or 6-

membered heteroaryl, containing one, two or three heteroatorns, selected from the 

group consisting of oxygen. sulphur or nitrogen; - 

R’/R’are hydrogen, C, -alkyl, C, .o-alkyl substituted by halogen, -(CH2)-cydoaThyl or - 

(CHz)- a ryl; 
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R2 is -S(0)r, C1.6 alley, -S(0)2NH-, Ci-aI, NO2 or UN; ril 

Its is hydrogen, hydroxy, halogen, O, Cis-alkyl, cycloaIk, 

heterocycloalkyl, 
, C14-alko,q, CN, NOa, NH1, aryl, 5-or 6-menbered heteroaryl 

containing one, two or three heteroatoms, selected from the group consisting of 

oxygen, sulphur or nitrogen, -NH-, C1.6-alkyl, -NC C1.6-alkyDz, cyclic amide, 

-C(0)-cydic amide, S-, Cis-alkyl, -S(0)r, Ci.o-alkyl, , C14-alky! substituted by 

halogen, Cu6-alkoxy substituted by halogen,, Cis-alkyl substituted by hydroxy, 

0-(CH8)r, Cio-akoxy, -O(CFIz)C(0)N(, C,-alkyl)2, -C(0)- , C, 6-alkyl, 

-O - (CM2) 
- 

aryl, -0- 
( 

CH2) 
- 

cycloalkyl, -0- (CM2 ),-heterocycloalkyl, 

-C(0)O-, C1.6-alk(l, -C(0)-NR-, Cis-alkyl, -C(0)-N(, C,.s-a)lq’Dz, 

2-oxy-5-azabjcyclo(22. 1 hept5yl or 3-oxa-8-aza-bicyclo[3.2.1 led -S-yl; 

C 

and wherein the additional N-ring atom ofthe bicyclic amine maybe available inform of its 

CN4. 
oxide 

and wherein all aryl-, cycloallcyl-, cyclic anide, heterocycloalkyl- or S or 6 membered 

heteroaryl groups as defined for R’, R’, R’ and Its may be unsubstituted or substituted by 

one or more substiluents selected from the group consisting ofhydroxy, 0, halogen, ,Ci.r 

alkyl, phenyl, Ci5-aflcyi substituted by halogen or, C15-alkoxy 

S is lorZ; 

X iSO,lOr2; 

y isbn; 

and pharmaceutically acceptable acid addition salts thereof with the exception of<2-hydroxy-

5-nitro -phenyl) -(6-ni tro-indazol- I -yl ) - methanone. 

9. Compounds of formula! H according to claim I 

be ID it 0 R 

NJ 

1H 
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wherein 

R is halogen, �OR’, -SR’  cycloalkyl, cyclic amide, heterocycloalkyl. aryl or 5 -or 6-

rnembered heteroaryl, containing one, two or three heteroatoms, selected from the 

group consisting ofoxygeri, sulphur or nitrogen 

R1/Rlare hydrogen,, Ci-alky4, , Cis-alkyl substituted by halogen, �(C42)ccycloalkyl or - 

(CH2)caryl; 

R2 is �S(0)i-, C16-alkyl, S(0)NH-, Cie-alkyl, NO2 or CN; 

R1° is hydrogen, hydroy halogen, O, Cis-alkyl, cycloallq’l, 

heterocydoalkyl, C.s-alkoxy, CN, NO2, NH2. aryl, 5-or 6-memberS heteroaryl 

containing one, two or three heteroatoms, selected from the group consisting of 

oxygen, sulphur or nitrogen, -NH-, Cis-alkyl, -NC Ci.s-alkylh, cyclic amide, 

� -C(0)-cyclic amide, S- C14-alkyl, -S(0)a-, Ci.rallgl, C, -alkyl substituted by 

halogen,, C2-a1koay substituted by halogen,, C1s-aLkyl substituted by hydroxy. 

0(CH2)r, Cis-alkoxy, -O(CH1)C(0)N(, Cp&-alkyfl2. -C(0)- Ci,-alkyl, 

�0- (CH2 )r ary), -0- (CH3) ccycl oalkyl, -0-( CH2)cheterocyc) oallcyl, 

�C(0)O-, CLs-allcyl, �C(0)-NH-, Cie-alkyl. �C(0)-N(, Cj5-alkyl)2, 

2-oxy-5-aza-bicyclol2.2.1] hept-5-yl or 3-oxa-8-aza-bicyclo[3.2.l oct-S-yb 

and wherein the additional N-ring atom of the bicyclic amine maybe available in form of its 

CN4 
nxide 

and wherein all aryl-. cydoalkyl-, cyclic amide, heterocydoalkyl- or 5 or 6 membered 

heteroaryl groups as defined for R’, R’, gland R10 may be unsubstituted or substituted by 

one or more substituents selected horn the group consisting ofhydroxy =0, halogen,, C, -6-

alkyl, phenyl, C,5-allcyl substituted by halogen or Ci6-alkoxy; 

is br 2; 

x isO,lor2; 

y isbn; 

and pharmaceutically acceptable acid addition salts thereat 

10. Compounds ofgenera! formula IA according to claims land 2, wherein R’ is OR 

and bV’ is as described in clams 1 and 2. 
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are; 

1. Compounds ofgeneral formula IA according to claim 10, wherein the compounds 

\ 

(5,6-dichioro- 1,3-dihydro-isoindol-2-yl)-(2.isopropoxy-5-Inethanesulforl)4-phenyl)-

roetha none, 

rac-(S,6-dich]oro-1,3-dihydro-isoindol-2-yl)_f 5-methanesulfonyl-2-(2,2,2-trif]uoro- 1-

methyl-etho,i)-phenyl] -methanone, 

5-methanesulfonyi-2-((S)-2,2,2-trifluoro- 1 - methyl -etho,cy)-phenyl] -(5-trifluoromethyl- 1,3-

dihydro-isoindol- 2-yl ) -methanone 

(5,6-dichioro- I,3-d ihydro - isoin dol -2- yl) -(2-i sopropylsulfa nyl -5- methanesulfony)-phenyl ) - 
metha none, 

5-methanesulfon)4-2-((R)-2,2,2 trifluoro 1-neth-ethoxy) -phenylj-(5-trifluoromethyl- 13-

dihydro- soindol-2 -yl) -metha none, 

(5-ch1oro-6-methy- I ,3-dihydro-isojndol-2-yl)- [5-methanesulfonyl-2-US)-2,2,2-trifluoro- I - 

methyl-ethoxy)-phenylj -methanone, 

� 
(5 -chloro-6-methoxy- I ,3-dthydro-isoindol-2-yl) - 

1-methyl-ethoxy)-phenyl] -nethanone, 

(5-ethyIsulfnyl-13-dihydro-isoindol-2-yl)- I 5-nethanesuIfonyI-2-S)-2,2,2-trifluoro-1-

methyl- ethoxy) -phertyl) -methanone, 

(2-isobutoxy-S-methanesulfonyI-phenyl)-(5-trifluoromethy- I ,3-dihydro-isoindol-2-yfl-

methanone, 

4-isopropoxy-N-methyl-3-(S-rrifluoromethyl- 1,3-dihydro-isoindole-2-carbonyl)-

ben zenesulfbn ami de, 

(5-cbloro-6-methyl-1 .3-dihydro-isoindol-2-yfl- [5-methanesurnnyi-2-((R)-2,2,2-trifluom-

methyl-ethoxy)-phenylj -methanone, 

(5-chloro-6-methyl- 1,3-diljydro-isoindol-2-yI)- (2-isobutoxy-5-methanesulfonyl-phenyl)-

methanone, 

� 
(5-chloro-6-ethylsulfanyl- I .3-dihydro-isoindol-2-yl)-

trifluoro- I -methyl-ethoxy)-pheoyl] -methanone, 

(2-isopropoxy-5-methanesulfonyl-phenyl) -(5-methoxy- 1,3-dihydro-isoindol-2_yl)_ 

methanone, 

([5-methanesulfon$-2-( (S)-2,2,2-trithioro1 -methyl-ethoxy)-phenyl] -(5-methyl-6-

trifluoromethyl- 1,3-dihydro-jsojndol-2-) -methanone, 

([5-methanesulfonyl-2-((S)-2,2,2-trif]uoro-1-methyl-ethoxy)-phenyl] -(5-methoxy-6-

trifluoromethyl- 1,3-dihydro-inaindol-2-yl)-methanone, 

15-methanesulfonyl-2- ((S)-2,2,2-trifiuoro- I -methyl-ethoxy)-phenylj-(5-trifluorometboxy-

I ,3-dihydro-isoindol-2-yI)-methanone, 

[5- methanesulfonyl-2-( (S)-2,2,2-trifluoro- I -methyl-ethory)-phenyl] - [5-(4-methyl-thiazol-2-
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yl )-1 .3-dihydro-isoindol-2-yl] -metlianone, 

[5- methanesulfonyl-2- ( (S)-22,2-trifluoro- I -methyl-ethoxy)-phenyl) - 5-(2-methyl-pyridin-4-

yI)-13-dihydro-isoindol-2-y)] -methanorie, 

5-methanesuThxiyl-2-((S)-2,22-trifluoro-1 -meth-ethoxy)-phenylJ -!5-(5-methyl-thiophen-

3-yI)- I ,3-dihydro-isoindol-2-yl] -nethanone, 

5- netha nesul fonyl- 2- ((3)-2, 2,2-triO uoro- 1 -methyl -ethoxy) - phenyl -(5- thiazol-2-yI -1,3-

dihydro - isoindol -2 -yl ) - m ethan one, 

(5-ethy1sulfnyl-6-trifluoromethyl- 1,3-dihydro-isoindol-2-yfl- [5-methanesulfonyl-2-((S)-

2,2,2-trifluoro- 1-methyl-etho>zy)-phenylj -methanone, 

(5-ch]oro-6-methoxy- 1,3-dihydro-isoindoJ-2-yt)-5-methanesulfonyl-2-( (R)-2,1,2-trifiuoro-

I -methyl-ethory) -phenyl] -methanone 

(5-ch]oro-6-methoxy- I 3-dhydro-isoindoI-2_yI)-(2_isobutoxy-5-methanesuIfonyI-phenyl)-

� methanonc, 

(5-fluoro-6-trifluoromethyi- I ,3-dihydro-isoindol-2-yI)- 5-methanesulfony4-2-((S)-2,2.2-

trifluaro- I -meth$-ethoxy)-phenyl] -methanone, 

(5-etho-6-triflnoromethyl- 1,3-dihydro-isoindol-2-yI)-(2-isopropoxy-5-methanesulfonyl-

phen$ ) mobanonc, 

(5-ch]oro-6-norpholin-4-yl- 1,3-dihydro-isoindol-2-yI)-(2-isobutoxy-5-methanesulfonyI-

phenyl)-methanone, 

(5-chioro-6-morphobn-4-$- I ,3-dihydro-isoindol-2-yfl-(2-cydobutymethwq’-5-

metban esulfonyl-phenyl) -meth anone. 

(2-isopropo7-5-methanesuIfonyl-phen1)- [S-(tetrahydro-pyran-4-yl) -1 3-dihydro-isoindol-

2-yl]-methanone, 

15-methaoesulfonyl-2-((S)-2,2,2-trifluoro-1 -methyl-ethoxy)-phenylj -[5-(tetrahydro-pyran-4-

yl)- I,3-dihydro-isoindol-2-$] -methanone. 

(2-isobutoxy-5-methanesulfonyl- phenyl) - 15-(tetrahydro-pyran-4-yfl- 1,3-dihydro-isoindol-2-

yl]-methanone, 

(2-cyclopropyimethoxy-5-methanesulfonyl-phenyl)- [5-(tetrahydro-pyran-4-yl)- 1,3-dihydro-

isoindol-2-yl - m ethanone, 

(2-cyclobutylmethoxy-5-methaaesulfon$-phenyl)- [5-(tetrahydro-pyran-4-yfl- 1,3-dihydro-

isoindol-2-yl] -methanorie, 

(2-(2,2-dimethyl-propoxy)-5-metl,anesulfon7l-phenyl] - [5-(tetrahydro-pyran-4-yl)- IS-

dihydro- so indo!- 2-yl ] - in etha none, 

[5-(3,3-difluoro-piperidin- 1-yl)- 1,3-dihydro-isoindol-2-yI] - [5-methanesuifonyl-2-((S)-2,2,2-

trifluoro- I -methyl-ethoxy)-phenyI-meihanone, 

[5-methanesulfonyl-2- ((S)-2,2,2-trjfluoro- I -methyl-ethoxy)-phenyl] -(5-(2.2,2-trifluoro-

ethyl)-I .3 dihydro soindol-2-yIJ -methanone, 



PhntØd: 19112/2005 CLMSPAIØ EP20060007 

IR,5S)-5-(3-oxa-8-

a7a-h)cyclo[3.2. I] oct-8-yI) -1,3- dihydro-isoindoI2-ylj -methanone, 

[5-methanesulfonyl-2-((S)-2,2,2-riifluoro- J -melhyl-ethoxy)-phenylj- 5-methyl-6-

(tetrahydro-pyran-4-yI)- 1,3-dihydro-isoindol-2-yI)-methanone, 

[5-methanesulfonyl-2-((S) -2,2,2-trifluoro- 1-methy!-ethoxy)-phenyl) - [5_(tetrahydro-ran-3-

yI)l 3- dihydro - isoind ol- 2-yl] -methar,one 

15-chIoro-6-(tetiahydro-pyran-4-y!)-1,3-dihydro-isoindoI-2-0J - [5-meth2nesulfonyl-2-((S)-

2,2,2-trifluoro-1-methyI-ethoq)-phenyl -methanone 

(S-methanesuIfcny-2-US)-2,2,2-,rh1uoro- I -meth)4-ethoxy)-phenyB -1S-(tetrabydro-pyian-3-

yI) 1,3-dihydro-isoindol-2-yl)-methanone, 

[5-mtthanesuliony!-2-((S) -2,22-trifluoro- 1-methyl-ethoxy)-phenyl] - (5-pyridin-4-yl-1 3-

dthydro-isoindol- 2-yl ) -m etbanone, 

[5-methanesulfbnyl-2-((S)-2,2,2-trifiuoro- 1-niethyI-ct1io7)-phenyIJ-(5-pTidirI-3-}4- 13 

d hydro- soindol-2-yI)-methanone, 

� 
5-methane$uUbnyI-2-((S)-22,2-trifluoro- 1-mcthyi-ethoxy)-phenyl) -(5-phenyl-

isoindol- 2-yl ) -methanone, 

15-(2_Ch1OrOiheflYI)_ I ,3dihydro-isoindol-2-ylf [5-methanesulfonyl-2-(222-trifluoro- 1-

methyl-etho7)-phenyl] -nethanone, 

15-methanesulft,nyl-2-(2,22-tritluoro- I-methyI-ethocy)-phenylj-(5-thiophen-3-yi-1 ,3-

dhydro- isoindol-2-y)-methanone, 

[5-metlianesulfonyl-2-(2,2,2-trifluoro-1 -methyl-ethoxy)-phenyl] -{5-(4-methyl-thophen-2-

yl)-1,3-dihydro-isoindol-2-$] -methanone, 

5-rnethanesulfonyl-2-(1,2,2-trifluoro- I -methyl-ethory)-phenyll- [5-(3-methyl-thiophen-2-

yD- 1,3-dihydro-isoindol-2-yI] -methanone, 

(5-(4-fluoro-phenyl)- 1 3-dihydro-i5oindol-2-yfl - 5-methanesulfonyl-2-( 22,2-trifluoro- 1-

methyPethoxy)-phenyl] -methanone, 

� 
[543-fluoro-phenyl)- 1,3-dihydro-isoindol-2-yI}-[5-methanesulfonyI-2(2,Z2-tri1luoro- 1-

methyl-etho7)-phenyl] -methanone, 

5-(2-fluoro-phenyl)- 1,3-dihydro-isoindol-2-ylJ - (5-methanesulfbnyl-2--(2,2,2-trifluoro- 1-

methyl-ethoxy)-phenyl] -methanone, 

[5-(3,5-dif)uoro-phen7l)- 1,3-dihydro-isoindol-2-yiJ - 5-methanesulfonyl-2-(2,2,2-trifltioro- 1 -

methyl -ethoxy) -phenylj -metlianone, 

5-methanesulfonyl-2-(2,2,2-trifluoro- 1-methyl-ethoxy)-phenyl] - 15 (3-mcthoxy phenyl)- 1,3-

dihydro-sondol-2-yI] -methanone, 

[5-methanesuIfony-2-( (S)-2,2,2-trifluoro- 1 -methyl-ethoxy)-phenyl ] -(5-thiophen-2-yI- 13-

di hydro- isoi idol- 2-yl ) methanone, 

[5-methanesulft,nyl-2-((S)-2,2,2-triI]uoro- I -methyl-ethoxy)-phenyl] -(5-(4-methyl-thiophen-
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3-yl)- 13-dihydro-isoindol-2-yII -methanone, 

5- methane5uInyI-2-( (8) -2,2,2-trifluoro- I -meihy]-etho,cy)-phenyl] -(5-pyrazol- l-yI- 1,3-

dihydro-isoindol- 2 -yl)-metha none, 

5-methanesulfonyl-2-((S)-2,2,2-trifluoro- I -methyl-ethoxy)-phenyi] - [5-(2,2.2-trifluoro-

ethoxy)- I ,3-dihydro-isoindoI-2-yi] -methanone, 

[5-chloro-6-(tetrahydro-fiiran-3-yI)- 13-dihydro-isoindol-2-yI] - [S-methanesulfonyl-2-((S)-

2,2,2-trifinoro- I -meth-ethoxy) -phenyll -methanone, 

rac-(2-isopropoxy-5-methanesulfonyl-phenyl)-15-(tetrahydro-ftiran-3-yI)-1 .3-dihydro-

isoindol-2-ylJ-methanone, 

rac-[5-metEanesulfonyl-2-(2,2,3,3,3-pentafluoro-propoxy)-phenyll- [5-(tetrahydro-ftiran-3-

yl)- I,3-dihydro-iso&dol-2-yI] -methanone, 

rac-(2-isopropoxy-5-methanesu]fonyI-phen)- [ 5-(tetrahydro-pyran-3-yI)- 1,3-dih7dro-

isoindol-2-yiJ -methanone, 

L5-chloro-6-(3-oxa-8-aza-bicydol3,2. Ljoct-8-yI)- 1,3-dihydro-isoindol-2-yI] -[5-

metbanesulfonyl-2-(2,2,3,3,3-pentafluoro-propoxy)-phenyi] -methanone, 

rac-{ 5_methaneuIfonyI-2-(2,2,3,3,3-penIafiuoro-propoxy)-phenylI - [5-(tetxahydro-pyran-3-

yI)-1,3-dihydro-isoindo-2-yI] -methanone, 

((IS,4S)-5-chloro-6-2-oxa-5-aza-bicyclo(2.2.1 ]hept-5-yI- I ,3-dihydro-isoindoI-2-yO- [5-

methanesulfonyl-2-((S)-2,2,2-triIluoro- 1-metb$-etho’)-phen$J-methanone, 

15-Ouoro-6- (tetrahydro-pyTan-4-yI)- I ,3-dihydro-soindoI-2-$] -[5-methanesulfonyl-2-US)-

2,2,2-trifluoro- I-meth$-ethoxy) -phenyl] -methanone, 

I 5-methanesulfonyi-2-((S) -2,22-trifluoro- I-rnethy)-ethoxy)-phenyl] - 5-(tetrahydro-pan-4-

yloxy)- 1,3-dihydro-isoindDl-2-yl] -methanone, 

[5-(3-fluoro-oxctan-3-yI)- 1,3-dihydro-isoindol-2-yII - [5-metbanesutfonyl-2-((S)-2,2,2-

trifluoro- 1-methyl-ethoxy)-pheny]I -methanone, 

[S-methariesulfony-2-((S)-2,2,2-IrifIuoro-1-methyI-Cthoxy)-pbenyIJ- [5-(3.3,3-trifluoro-

propoxy)- I ,3-dihydro-isoindol-2-yII -methanone, 

(5-fluoro-6-morpholin-4-yI- 1,3 dih7dro-isoindol-2-yl)- [ 5-methanesulfonyl-2-((S)-22,2-

trifluoro- l-methyl-ethoxy)-phenyl] -methanone, 

(5-lluoro-6-morpholin-4-yl- 1,3-dihydro-isoindol-2-0)- I 5-methanesulfonyl-2-(2,2,3,3,3-

pentafluoro-propoxy) -phenyl) -methanone, 

(2-jsapropoxy-5-methanesulfonyl-phenyl)- I 5-(tetrahydro-pyran-4-yloxy)- I ,3-dihydro-

isoindol-2-yI] -metharione. 

5-methanesulfonyl-2-(2,23,3,3-pentafluoro-propoxy)-phenyl] - [5-(tetrahydro-pyran-4-

ylorcy)- ] ,3-dihydra-isoindol-2-yIJ -methanone, - 

[5-chloro-6-(tetrahydro-pyTan-4-yloxy)- I ,3-dihydro-isoindol-2-yIJ - [5-methanesulfonyl-2-

((S)-2,2.2-trf]uoro- I -methyl-ethoxy)-phenyl] -inethanone, 
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:1 

[5-cHoro-6-(tetrahydropyran-4-ylo) - J ,3-dihydro soindol-2-yII -(2-isoprapo’-5-

methanesulfonyl-phenyl)-niethanone, 

5- t]uoro-6-(tetrahydro-pyran-4-yloxy)-1 ,3-dihydro-isoindol-2-yIJ - [5-rnethanesulfonyl-2-

((S)-22,2-trifluoro- 1-methyl-ethoxy)-phenylj -methanone, 

5-fluoro-6-(tetrahydro-pyran-4-yloxy)-1,3-dihydro-isofndol-2-ylJ -(2-isopropo-5-

methanes ’L tnyl- phenyl) - m etha ’one, 

[5 fluoro-6-(tetrabydyo-pyran-4.yloxy)-1 ,3-dihydro-isoindol-2-yl]- [5-methanesulfonyl-2-

(2,2.3,3,3-pentai]uoro-propoxy)-phenyl ] -methanone or 

[5-chloro-6- (tetrahydro-pyran-4-yloxy)- 1,3-dihydro-isoindol-2-yl]- [5-metlianesulfon)4-2-

(2,2,3,3,3-pentaeuoro-propoxy)-phenyj] -methanone. 

12- Compounds ofgeneral formula IA according to claims land 2, wherein R’ is 

unsubstituted or substituted phetiyl, for example the foUo4ng compounds; 

(5-chloro-6-moypholjn-4-yJ- l,3-djl,ydro-isoindol-2-yl)-(4-methanesLllfonyj-biphenyl-2-yl)- 

� methanone, 

(5-ch)oro-6-morpholin-4-Ø-J .3-dihydro-isoindo]-2-y))-(3’-fluoro-4-methnnosulfony]- 

b phenyI-2yI) - nethan one, 

(5-chloro-6-morpholin-4-yl- 1,3-dihydro-isoindol-2-yl)-(4-fluoro-4-methanesulfonyl-

biphenyI-2-)-methanone or 

(4’-fluoro-4-methanesulfony}-biphenyl-2-yl)-[S-(tetrahydro-pyran-4-yfl-LS-dihydro-

isoindol-2-yI] -methanone. 

13. Compounds of general formula ID according to claim 3, wherein the compounds 

are 

(2-7ciobutylmethoxy-5-methanesulfonyl-phen$) -(3-trifiuoromethvl-5,7-dihydro-

pyrrolo[3,4-b] p)ædin -6- yl) - media none, 

(2-isobutoxy-5-nethanesulfonyl-phenyl) -(3-trifluoromethyi-5,7-dihydro-pyirolo[3,4-

� 

[5-methanesuIfonyl-2-(R)-2,22-trii]uoro- l-methyl-ethoxy)-phenyl)-(3-trifluoromethyl-5,7-

dihydro-pyrroo [34-bjpyridin-6-yI)-methanone, 

(4 - dorm -4-methanesulfonyl-hiphenyl-2-yI) -(3-trif]uc,ronethyl-57-dihydro-pyrrolo{3,4-

b I pyridin-6-yI ) -m etlianon e 

(3,4 ’-di uoro 4 -methanesulfony) -bi phony) -2 -yl) -(3- trifl uoromethy] -5, ?-d ihydro - 

pyrr ole [3 4-b] pyri din -6- yl) -methanone, 

I 5-methanesuIfonyl-2-(2.2,3,3,3-pentafluoro-propoxy)pheny] -(3-trffluoronethyl-5,7-

dihydro-pyrroo[3,4-b] pyridin-6-yl)-methanone, 

IS- rrlethanesulfonyl-2-(22,3,3-tetraflijoro-propoxy)-phenyll -(3-trifluoromethyl-7-dihydro-

pynolo 13,4-bjpyTidirl-6-yJ)- rnethanone, 
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[5-mthane5uIfonyl-2-((S)-2,2,2 triflUOTO I-met44-etho) -phenyl] -(2-methyl-3-

trilluoromethyl-5.7-dihydro-pyrrolo [34-bpyridin-6-yD-methanone, 

13-(4 fluoro-phenyl) -5,7-dihydro-pyrrolo [34-bpyTidin-6-ylJ- I 5-methanesulfonyl-2-US)-

2,2,2-triæuoro- i-methyl-ethoxy)-phenyl] -niethartone, 

5-methanesulfonyl-2-( (S)-2,2,2-trifluoro-1 -methyl-ethoxy)-phenylj -(3-trit]uoromethyl-5,7, 

dihydro-pyrrolof34-bjpyridin-6-yi)xnerlianone or 

12- (4-t uoro-p}1enyl)-57-dihyJro-prolo[3,4b]pnidin_6yl] - 5-methanesulfonyl-2-((S)-

2,2,2-trifluoro- 1 -methyl-ethory)-phenyll_methanone 

14. Compounds ofgerieral formula I C according to claim 4, wherein the compounds 

are: 

(2-qcIobulmetho-5-methanesulfooyl-phenyl).(6trifluoromethyl.1 .3-dihydro-

pyrrolo 3,4-c]pyridin-2-0)-methanoiie, 

(6-triftuorometh4- I,3-dihydro-pyrrotol3,4-

C] pyridin-2-yl) -methanone, 

(34’-difluoro-4-methanesuIfony!-bipher4-2-yI)-(6-trifluoromethyl- 1,3-dihydro-

pyiro&ot 3,4-c] pytdin-2 -yl) -metba none, 

[5-niethanesulfonyl-2-(2a,3,33-pentafluoro-propoxy)-phenylj-(6-triauoromerhyl- 1,3-

dihydro- pyrrolo 34-c) pyridin -2 -yl ) mothanone, 

5-metbanestfifony]-2- C2,2,3,3-tetrafluoro-propoq)-phenyl] (6-triiluoromethyl- I 3-dihydro-

pyrrolo 3.4-cjpyridfn-2-yl)-methanone, 

6-(4-fluoro-phenyl)- 1,3-dihydro-pyrrolo[3,4-c]pyridio-2-y] - 5-methanesulfon$-2-((S)-

2,2,2-trifluoro-I-inethyl-ethoJcy)-phenyl]-metbanone Or 

5-methanesulfonyl-2-((S)-2,2.2-trifluoro- I -methyl-ethoxy)-phenyl]-(4morpholiri-4-yl-1,3-

dihydro-pyrroo 134-c] pyridin-2-yl) - methanone. 

15. Compounda ofgeneral formula ID according to claim 5, wherein the compounds 

IS are: 

5-methanesulfonyl-2-((S)-2,2,2-trffluoro- 1-meihy)-ethoxy)-phenylJ -(2-trif]uoromethyi-5,7-

dihydro-pyrrolo [3,4-d]pyrimidin-6-yl)-methanone, 

(2- sopropoxy- 3-meth anesul fonyl- phenyl ) -(2 -triflu orometbyl - 5,7 -dihydro - pyrroto 1 4-

d1pyrimidin-6-)-methanone, 

(4-methanesulfonyl-biphenyl-2-yl)- (2-trifluoromethyl-5,7-dihydro-pyrro)oj3,4-djpyrimidin-

6-1)-rrtethartone. 

(2- isoprop oxy- 5-methanes ulfony! -phenyl ) -(2-rn ethyl-S.’- d hydra - pyrrol o 3 ,4-d pyri mid in - 

6-yI)-rnethanone or 

-(2-methyl-57-dihydro-

pyrrolo [3,4-djpyrimidin-6-yl)-methanone, 
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16. Compounds ofgeneral Formula’ E according to claim 6, wherein the compounds 
are: 

1-(4-methanesulfonyl-biphenyl-2-carbonyl)-2,3Jjhydro 1H-indolc-4-carbonitrde, 

- [5-methanesulfonyl-2- ((S)-2,2.2-trifluoro- i-methyl-ethory)-benzoylj -2,3-dihydro- 1Ff-
indole-4-carboxylic acid methyl ester, 

Z -(2-isopropoxy-5-methanesulfonyl_benzoyl)2,3dihydro_1Hl-indole4carboxyjic acid 

methyl ester or 

(4-bromo-2.3-dihydro-indol- I y)) 5-methanesu]fonyl-2-((E)-222-trifiuoro- 1-methyl-

ethoxy)-phenylj -methanone. 

17. Compounds ofgeneral formula IF according to claim?, wherein the compounds 

are: 

(5-bromo-indol- l-yl)- fS-methanesulfonyl-2-( (S)-2,2.2-trifluoro- I -methyl-etlioxy)-phenylj - 

nethanone, 

I 4 5-methanesulfonyh2-((S)-2,224rifluoro.. 1-methyl-ethoxy)-benzoyfl - IH-indole-6-

carbon trile, 

(6-ch]oro-indol- l-yl)-(5-methanesulfon$-2-( (S)-2,2,2-trifluoro- I -methyl-etboxy)-phenyl] - 

methanone or 

(4-bromo-indol- 1-$)-[5-methanesulfonyl-2-(2,2,2-trifluoro- l-methyl-ethoxy)-phenyl] - 

methano no. 

IS. Compounds officers] formula I G according to claim 8, wherein the compounds 

are: 

[5-rnethanesulfonyl-2-( (S)-2,2,2-txifluoro- I -rnethyl-ethoxy)-phenyl] -(5-nitro-indazo1- 1-yl)-

m ethanon e, 

(5.cNorojndazoF.1 -yl)- 5-methanesulfonyl-2-( (S)-2,2,2-trif]uoro- I -methyl-ethoxy)-

� phen$J-methanone or 

(5J-Dich]oro-indazol- ]-yfl- [S-methanesulfonyl-2- ((S)-2,2,2-trifluoro- 1-methyl-ethoxy) - 

pheny!]-methanone. 

19. A compounds of general formula I H according to claim 9, wherein the compound 

(56-dimethyl-benzoimidazol- 1-yl)- [5-methanesulfonyl-2-((S)-2,2,2-tritluoro- I -methyl-- 

ethoxy)-phenylj -methanonc, 

20. A process for preparing a compound of formula ’as defined in claims Ito 19, which 

process comprises 
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a) reacting a compound offormula fli 
0 

selected from the group consisting of 

NN 

NH 

R R HA ft R, 
JIB R R’ ITC 

S 

H N H 

(R’),�rl) 
’IF lID 

H H 

(RSIt-fEc 
JIG  
 OR 10 it-E:CN 

II H 

with a compound of formula 

HO& 

R 

in the presence elan activating agent, such as TBTU, 

to a compound of formula 

R 

which includc the foIlovthg structures 
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IA I 

0 Rt 

R R 
R2 I  

(R5r 
RI 

(R5q 

R 
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R I   R 2 

R’5t 

IN - N 

R IC 
RZ 

IN 

wherein the definitions are given in claim I, 

or 

b) reacUng a compound of formula 

hal bar hal 
he 

 WA or IVB or(R) 
1vc 

hal 

halNe
 

0 

wherein hal is an halogen group such as Br or CI 

with a compound of formula 



[1 

S 
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0 

Hill

in the presence of a base such as sodnm hydride. 

to compound of formulas 

’ 

Rl)F 

0 A  

- 
RZ 

lB or 

(RSIPNR 
ID 

F P2006000761 

wherein the substituents are as defined in claim 1, and, 

ildesired, converting the compounds obtained into pharmaceuticafly acceptable acid 

addition salts, 

21. A medicament containing one or more compounds as claimed in any one ofclatms I 

to 19 and pharmaceutically suitable excipients. 

22. A mediccnent according to claim Zhwbenin the illnesses are psychosespain, 

dysfunction in memory and learning, schizophrenia, dementia and other diseases in which 

cognitive processes are impaired, such as attention deficit disorders or Alzheimer’s disease. 

2. The use of   compound as claimed in any one of claims Ito 19 for the manufacture 

of medicaments for the treatment of psychoses, pain neurndegenerative dysfunction in 

memory and learning, schizophrenia, dementia and other diseases in which cognitive 

processes are impaired, such as attention deficit disorders or Alzheimer’s disease. 



ANEXO EXPLICATIVO DE MODIFCACIONS A LAS REIVIWDICACIONES 

En ejercicia del derecho conferido por el Arliculo 28 numere I del tratado  

Onoperacion en mateæa do Patentee PCT, atentamente me perrnito infomar / 

a ese Despacho que at capitule reivind}caInro to) Coma tue pesentado 

arignaImente an Ease Intemacional he side modfticadu. 

Las modifloaciones reaUzadas Sc encuenirari plenamente suster,tndas an la 

descdpciOn de a presents invencion y an este sentdo, no configuran una 

arnpiacOn del invento o do a divutgación contenida en Is soIicitLid 

presonladal. 



FENIL MRThNCNhS SUSTITUIDAS ?OR HETEROCICLICO COMO 

INHIRIDORES DEL TRANSPORTADOR 1 DR OLICINA 

RESUMEN-OBJETO V FINALIDAD DE LA INVENCION 

La prełerite –nvenciOn Se refiere a compuestos de is 

formula genera’ (I) 

(4$J4 (R). 4):k
BR c) 

(I) 
N. p" 

R’) 
(�R)r-rr) 

d) 
AW 0 

(Ft% -0r; N h) 

10 an donde (1) es una arnina biciclica aromàt–ca 0 

parcialmente aromÆt–ca, is cual puede contener uno o dos 

Ætomos de U adi.ciona1e, seleccionada del grupo que consiste 

0� (a). (b), c) (0), (e), (C, (g), (h) y a sales de 

40 adiciOn âcida farmacuticacnente aceptabtes de los miscoS. 
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La presente invenc–ón se refiere a nuevos compuestas de 

la fórmula general I 

on Is que 

S R1 es hal6geno,-0R1,-SR’ ciclaalquilo, amida ciclica, 

heterocicloalquilo, arilo 0 heteroarilo de 5 6 6 esla-- 

bones one contiene una, doe a tres heeroÆtomos elegidos 

entre al grupo formada por oxigeno, azufre 0 nitrageno; 

son h–dróyeno, aiquila inferior, aiquilo inferior 

10 sustituido por ha6geno, -(CH2)-cicoa1qui10 0 

arilo; 

ES -S{O)2-alquilo inferior, -S0)1NH-a1qUi1O inferior, 

NO a CN; 

det 
es urn amina biciclica aromatics 0 parcialmente aroma-- 

15 tics, que puede confiner uno o dos atomos de N adicionales, 

elegida entre el groin torivado pot 

(R5çN_-

RR 
a) R R 

b R C) 

(RS)N (R7 

R’ R5, 

R R 
d) C) f) 

R9)Rl0)/) 

20 g) h) 



y on to clue uno de toe Atomos adicionales del anillo N de is 

amina biciclica aromatica 0 parcialrnente aromªtica inside 

estar ispon–b1e on formic as Sn 6x16o 

CN-

5 R3aR10 son hidroqexao, hidroxi, hatógeno, O, alquilo in-

ferior, cicioalquilo, heterocictoalquilo, alcaxi infe-

rior, CW, NO2, NX2, arVto, heteroarulo de 5 6 6 esabones 

clue contiene uno, dos o tres heterotomas, elegidos 

entre of grupo eormado por oxigeno, azufre o nitrógeno, 

10 - -Nu-alquilo inferior, -N(alquilo inferi0r)2, amida cI-

dma, -0(0)-amida cictica, �S-alguilo inferior, -S(0),-

alquilo inferior, alquilo inferior sustituido per 

halógeno, aicoxi interior sustituido per haiôqeno, 

alquilo interior susticuido por hidroxi, -0-(CH2)-aiooxi 

15 inferior, -0{Cl14C(0)N(a1quiio inferi0r)21 -C(0)-alquilo 

inferior, -0- (CR2) -arilo -0- (CR2) -cic2oaiquito, -0-

(CH2)-heterociciaalqui1o, -C(0)0-alquilo inferior, 

-C(0) -NH-aiquiio inferior, -c (0) -N(aiquiio inferior) 2 2-

oxi-5-aza-bicicio[2.2 .ijhept-5-iio 0 3-oxa-8-aza-bici-

20 cloD -2 .11ocf-8-iio; 

FL 
y 

FL del coupe C) pueden formar junto con -(CH2h Un 

anillo de seis eslabones; 0 

R, R’, R’’ y FL’’’ con independencia entre sr son hidrógeno 0 

alquilo inferior; 

25 y or Is que todos los grupos arilo, cicioalquilo, anida of -

sties, heterocicloalguilo 0 heteroarilo de 5 6 6 eslabo-- 

nes definidos care FL2, R 
y 

de R3 a FL’° pueden  ester 
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sin sustituir 0 sustituidos per uno 0 varios sustituyeri-- 

tes elegidos entre ci grips formado for hidroxi, O, 

haiôgeno, aiquilo inferior! [anna, aiquilo interior 

sustituido por halOgerio 0 aicoxi inferior; 

5 n, In, 0, p, q r, syt son einümeroid2, 

x es 0, 1 6 2; 

y eslo2; 

y a sales de adición de  Acids farmacØuticamente aceptables de 

los mismos. 

10 CotnpuestOs contempiados por la Presents invenciOn son 

los que Sc ajustan a las estructuras siguientes: 

0 R 0 R1 

B (R1 R 
2 

IA I 

C R 0 

N 
(R), 

- R R 
1 (R6)/_N R R 

ID 

(R) R 

IE I IF 

(R°)t 
o 0 

is TO Ill 

en 2as qua se apj.ioan las definiciones descritas anterior-- 

niente 



to presente lnvencion Be refiere tamblØri a pracesos 

para la obtencióri 66 estos COIDpUCStOS, a composiciofles farma-- 

cØuticas We las Coritienen y a an utilizaciOri pan el tra-- 

tamtento de trastorrios neurolOgicas y psiqUiâCricOS. 

5 Ahora Be he enconcrado de mado sorprendente qua lot 

coIBpuesCos be is f6mula general I Son buenos inhibidores del 

transportador be glicana 1 (GlyT-l) y qua tienen buena 

seleotividad comb inhibidores del transportador de glicna 2 

Glyr-2) - 

10 La esquizofrenia as any enfermedad neurolOglca devas-- 

tadora y prosresiva, caracterizada par sintomas positives 

episodicas, tales coma delirios, alucinaciones, trastarnos 

menta].es y psicosiM y sintomas negativos persistentes, pot 

ejermiplo afecto plano, trastarnos de atencidn y retiro de Is 

15 aide social y trastornos cognitivos (Lewis, D.A. y Lieberman, 

- .J.A., Neuron 28, 325-33, 2000). Durante decadas, Is investi-

gacion be ha contrite en la hipótesis de la "hiperactividad 

dopeminergica" We no conducido a acciones terapØuticas qua 

incluyen el bloqueo del sistema dopaminergico (Vandenberg, 

20 R.J. y Aubrey, K.R, Exp. Opin. Ther, Targets 54), 507-518, 

2001; Nakazato, A. y Okayama, S. y col., Exp. Opin. Ther. 

patents 10(1), 75-96, 2000). Esta estrategia farmaco16ica 

apenas aborda los sintomas negativos y cognitivos, We son Is 

mejor prediccion del resultado funcional (Shama, T. Sr. J. 

25 Psychiatry 174 (supi. 28) 4-51, 1999). 

A mediados de la decada de Its spot 190 se propuso Un 

modela complementario de esquizofrenia basÆndose en Is action 

psicamimØtica pravocada par el bloqueo del sistema glutamato 
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debido a compuestos del tipo fenciclidina (PCP) y agentee 

Clines; (cetamina) one son antagonistas de receptoree de NMTh 

no competitivos. Dc mods interesante as observa an 

voluntarios sanos cnle la accidn psicomimØtica inducida par la 

S POP incorpora los siritomas positives y negatives, asi como la 

disfuncidn cognitive, de modo que as Parsee itucho a la 

esquizofrenia de lea pacientes (Javitt, D.C. y col., Uiol. 

Psychiatry 45, 663-79, 1999. MemÆs, Joe rarones tranagØ-- 

flicOs one expresan niveles reducidos de Is subunidad m10?4R1 

10 presebtan anormalidades de comportamiento simj.lares a las 

observadae an modeloe de esquizofrenia inducidos farmacolô- - 

gicamente, confirmando al models an ci que In aceividad 

reducida del receptor de NMDA as traduce en on comportamiento 

similar a It esquizofrenia (Mobil, A.R. y col,, Cell 98, 427-

15 25, 1999), 

La neurotransinisión del glutamato, an particular La 

actividad He receptor de NMDA, desempeæa on PpP22 crucial or 

In plasticidad sinAptica, an ci aprendizaje y en la memoria, 

de mode que los receptores de NMDA parece que sirven coma 

20 palanca gradual para abrir ci umbral de It plasticidad 

siniptica y la formacion He memoria (Hebb, 0.0., The 

organization of behavior, Wiley, NY, 1949; Bliss, TV. y 

Coiiingridge, 0.L., Nature 361, 3139, 1993 . Los ratones 

transgenicos que cobreexpresan In subunidad NR2B de Is NMDA 

25 presentan una mayor plasticidad sinÆptioa y one capacidad 

superior pace ci aprendizaje y 15 memoria Tang, J.P. y cci., 

Nature 401, 53-69, 1999). 



Y 
por Ic rants, si urn deficit de glutamato e5tA Smplicado 

en is patofisiologia de is esquizoirenia, caloric suponer We 

is mejora de Is Lransmie–On del glutamato, en particular me 

diante Is aotivacSón del receptor de NMDA, producirA efectos 

5 no solo antipsicdticos, sino tatriØn de mejora cognitive. 

Se sore We ci aminoÆcido glicina tiers por 10 menos 

dos funcionee importantes en ci SEC. Aota como Un aminoÆcidO 

inhibidor, fijando los receptores de glicina sensibles a Is 

estricnina s influyen an in actividad excitante, actuando 

10 como Un co-agonista esencial del glutamato part is funciOn de 

receptor del N-metil-D.-aspartato (NMDA) El g1utmato se 

libera de ur1 mode dependiente de Is actividad en las termi-- 

nales sinÆpticos, mientras que Is glicina esta aparentemente 

presente en un nivel map constante y parsed que modula/con-- 

15 trola �1 receptor an SU respuesta al glutamato. 

Una de las vlae mÆs eficaces de controlar las concen-- 

tracianes sinÆpticas del neurotransmisor consiste on influir 

an on reabsorciOn en las sinapsis. Los transportadores 

center rename sore e cuando se eliminan los neurotrarismisoree 

20 del espaoio extracelular, pueden controlar su vida dtii 

extracelular y, de este modo, modular in magnitud de is 

transmisidn sinàptica (Gainetdinov, R.R. y col., Trends in 

Pharm. Sol. 23(8), 367-373, 2002) 

Los transportadores de glicina, We roman parte del 

25 grupo del sodio y del cloruro de neurotransmi sores transpor-- 

tadores, desempeæan un papel importante en Is termirrncidn de 

las accionee glicinØrgicas pot-sinªpticas y an el man-- 

tenimienta de una baja concentxtciOn extracelular de glicina 
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per reebsorcion de to giacana on los termtnaies nerviosos 

presinÆpticos y envolviendo protects qijaics firios. 

Se ban cionado dos genes d,stintas de transportadorea 

de glicina (GlyT-1 y GlyT-2) de cerebro de mamifero, que 

5 permiten obtener transportadoree con use homologia del -50 

an Is secuencia de aminoacidos. El GiyT-1 presents cuatro 

isoformas que surBen de On empaime aiternativo y del use de 

Un promotor alternative (la, It, in y id) Sciamente as ban 

encontrado dos de tales isoformas an or cerebra de roedores3 

10 WIYT-la y GflyT-lb) El 01/r-2 presents LanibiØn un cierto 

grado de heteroge,eidad. Se ban identificado dos isoformas 

del Giyr-2 2a y 2W an cerebros de roedores. Sc sabe gue ci 

clyT-1 estÆ ubicado an or SNC y an tejidos perifØricos, 

mientras que ci G1yT-2 as especIfico del SWC, 91 ciyT-a tiene 

15 una distribucian predominanternente yiial y as he encontrado 

no solo an zones correspondientes a los receptores de glicina 

sensibles a Is estricnina, sino cambiØn en zonas exteriores a 

los mismos, an las que Be postula que intervienen an to 

modulacion de la funcin del receptor del NMDA (L6pez-nor-

20 cuera, B. y coL, Mal. Men. 8101, 18, 13-20, 2001)- Per IS 

tanto, una estrategis pra mejorar Is actividad de los recep-- 

tores de NMbA consiste an eleven Is concentracion de glicina 

on or microentarno local de los receptores del NrflA sinaptico 

inhibiendo at transportador de Is G1YT-1 (Bergereon, R. y 

25 cci. Proc. Nati. Acad. 3d. USA, 95, 15730-15734. 1998; 

Chen, L. y col., J. Neurophysiol., 89 (2) 691 -’?03, 2003). 

Los inhibidores de traneportadores de glicina son idd-- 

neos pan ci tratamiento de trastornos neurologicos y neuro-- 



psiquiatrioos. La mayoria Us estados patológicos implicados 

son psicosis, esquizofrenia tArmer, R.E. y Miller, D.J Exp. 

Opin. Ther. Patents 11 (4) S63-52, 2001} los trastorrios 

del amino psicótioo, par eempla los trastornos depresivos 

graves, its trascornos de animo asociados con trastornas 

psicôticos, par ejempla  In mana 0 corrosion aguda asociada 

con trastornos bipo].ares y Los trastornos As animo asociados 

con Is esquizofrenia, (Scaling, E.T. y col,, Frog. Neurobiol. 

, 

173-202, 2002) los trastornos artistes (Carlsson, M.L,, 

10 J. Neural Transit. 105, 525-55, lflB), los trastornas cagiti-- 

tivo, tales coma decencies, incluida Is demencia resultante 

de Is said y Is demencia senil del tile, Alzheimer, los 

trastornos de meLTioria an animales mamiferos, incluidos los 

humaros, Las trastornas par deficit de acencidn y el dolor 

15 (Armer, R.E. y Miller, D.J. Exp. Opin. Ther. Patents ii 

563-572, 2001). 

For consiguiente, one mayor activación de los recep-- 

tores de NMDA mediante Is inhibicidn del GlyT-1 conduce a 

agentes que pueden tratar Is psicosis, Is esquizofrenia, is 

20 demencia y otras enfermedades, en las gus estan alterados los 

procesos coynitivos, par ejemplo las trastornos nor deficit 

de atenciOn a Is entermedad Us Alzheimer. 

Son objstos Us Is presents irivencidn Las compuestos de 

is f6rmula general I prapiamente dichos, el uso de Its 

25 campuestos de Is fóriula I y de sue sales farmacuticamente 

aceptables para Is fabricaciOn de medicamentos destinados al 

tratamiento de enfermedades relacionadas con Is activaciOn Us 

los receptores del NMDA msdiante Is inhibition del OLyc-1, so 



obtenci6zt  log medicamentos sados an on compuesto segUn con 

is invenciOri y su producciOn asi como at uso de log 

compuestos de la fórmula I para EJ. control 0 prevenciófl de 

enfermedades tales coma to psicosis, la disfunción de la 

S memoria y del aprendizaje, Ia esquizofrenia, Ia demenc–a y 

otras enfermedades en las qua estan alterados log procesos 

cognitivos, tales como Jos trascornos par deficit de atención 

o in enfermedad de Alzheimer. 

Las indicacioneo preferidas para or USC de log compues-

10 toe de la presente invencidn son in esquizofrenia, ci tras-- 

tomb cognitivo y in enfermedad de Alzheimer. 

AdemØs, in invención abarca todas las mezcias macC-- 

micas, todos Its enantiÆmeros correspondientes y/o isdmeros 

Opticos. 

15 Tal coma Be utiliza en esta descripcidn, el termino 

alquiio inferior" indica on grupo saturado de cadena lineal 

o mamificada, pie tiene de 1 a 6 Ctomas de caching, per 

ejemplo, metilo, ettlo, prapilo, isopropilo, n-butilo, i-- 

butilo, 2-butilo, t-butilo y similares. Los grupos aiquilo 

20 preferidas son grupos de 1 - 4 Ætomos de carping. 

Tal c000 Se utiiiza en esta descripcidn, ci tCrmirro 

cic1oalquilo" indica an anillo carbonado saturado, pie tiene 

de 3 a 6 atomic de Carbone. 

Tal coma Se emplea an esta descripcion, ci termite 

25 "heterocicloalguilo" indica on anillo carbanato saturado pie 

contiene de 3 a 6 itoroo de carbono, tal c000 Se definido 

antes, y en el pie par la menos un dromo de carbano Se ha 

reemplazado par un heteroatomo elegido entre ci grope formado 
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par N, 0 y S. Los ejempios de tales grupos son C]. 

tetrahidropiran-2-, -3- 0 -4-110, tetrabidrafuranO-2- 0 -3-

ho, oxetan-3-ilo, [1,4]dhoxin-2-ilo y similares. 

III c000 as utilize en esta descripciorl, el tØrmina 

5 "aiquila sustituido par halogeno" itidica par ejemplo los 

qrupos siguentes: SF31 ClIP2, CB2F, OJI2CF;, CH2CHF2, CH2Cl2F, 

CH2CHCF3, CH;CH1CH1CFJ, CHCFCH2CH3, C[(CH3)2] -CF3. CH2CH1C1, 

CH2CF2CF31 CH2CF2CHF2, CF2CHFCF3, c (CHO ecy3l CHC113)CF3 

CH(CH2F)CH2F. Son preferidos ci CH1CF3, el CF3 y ci CH(CH3)CF3. 

10 El termino "alcoxi inferior" indica Un restO saturado 

de cadena lineal o ramiticada, que contiene de 1 a 6 Ætomas 

de carbono ya definido antes y dicho resto esti snide a 

travS de Un Ætamo de exigent. 

El termino "arilo" indica Un anillo carbonado aromatico 

15 de uno 0 dos ciclos, par elemplo ci fenilo, bencilo 0 nafti 

1°. 

El tØrmino ’amina ciclica" indica us grupo 

heterocicloalquiio, ya definido antes, en of que el Ætorlo de 

N estÆ unido al grupo biciclico aroratico 0 parcialmente are -

20 mÆtico 0 al stills fenilo, del mods definido en Is reivindi-- 

caciOn 1, per elemplo Is piperidina, piperazina, marfolina, 

tiomortolina, di-axo-tiornorfolina, pirrolidina, pirazolina, 

imidazolidina, azetidina y similares. Tales gropes pueden 

ester sustituldos par uno 0 varies sustituyentes, elegidos 

25 entre ci grupo formado par halogeno, hidraxi, fenilo, aiquilo 

inferior, alcoxi inferior y 0. 

ni tØrmino "heteroarilo de 5 6 6 eslabanes" indica par 

ejemplo turanilo, tienilo, pirrolilo, imidazolilo, piflzo-- 
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lilo, triazolilo, tiazalilo, Ssotiazolilo, isoxazalilo, Pin-

diniJ-o, pirazinilo, pirimidinilo 0 similares. 

El tØrmino "sales de adición de acido farmacØuticamente 

aceptables’ abarca las sales de &cidos inaryÆnicos y 

5 orgAnicos, par ejemplo del Acido clorhidrico, Øcido nitrico, 

Scido sulfdrico, Æcido fasfOrico, kcido cftrico, Æcido 

formico, Acids fumarico, Æcido maleico, acido acØtico, Acids 

succinico, acido tartªnico, acido mecano-sulfOnicO, Æcido p-- 

toluenosulfdnico y similares. 

10 Los compuestos mØs preferidos de la formula I son los 

de la formula I A. 

Son compuestos especialmente preferidos de la formula I 

A aquellos, en los que Rt es OR’ y R" tiene el slynificado 

definido anteriormente. 

15 Los siguientes compuestos especificos pertenecen a este 

grupo 

(5,6_dicloro-1,3-dihidro-iSoindol-2-il) -(2-isoprOpOXi-5-Uleta-

nosulfonll -fenD) -metanona, 

20 nil_2_{2,2,2-trifluor_l-metil-etoXU-feflil]-metallooa, 

[5_metanosu1fanil-2_((S)-22,2-triflUor-1-metil-etoXi)-f-

nil] _(5_crifluormeti1_13_dihidno-iSOindol-2-il)-tfletaflOna, 

(S, 6_dicloro-1,3-dihidro-isoindol-2-il) (2-isopropilsulfanil-

5-metanosulfonhl-fenilY -metanona, 

25 [5_metanosulfonil_2_((R)_2,2,2_triflUor_l_metil-etOXi)-f0 

nil] -{5-trifluormetil-1,3-dihidro-isOindol-2-i]i -metanona, 

(S-cloro-5-metil-1,3-dihidro-isOiLIdol-2-i)-}- (5-metanosulfo-

nil_2_((S)_2,2,2_trifluorl_meCil_etOxi)_fenil]_metaflona, 
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(S-c1oro-6-metoxi-1,-dihidro-iaoindol-2-i1)- ES-metanosulfo-- 

nhl_2_((s)_2,2,2_trif1uor_1-meti1-eoxi)-fenh1]-metan0fla 

(S_eti1su1fanil_1,3_ihidro_iSOifldO1-2-i1)-[5-metflOSUifOflhl 

2_((S)_2,2,2_trifluor_t_nletil-etOXi)_feIfllJ-flletaflOfla, 

S (2-isobutoxi-5-raeLansu1toni1-fenh1) - {5-trif1uofl1eti1--1 3di 

hidro- isoiridol -2-il) -meanona 

4-isopropoxi-N-meti].--3- 
(S-trifluormetil-1 S -dihidro-isoindol-- 

2-carhaniji -bencenosulfonamida, 

K5-cloro-meti1-1,3--dihidro-isoindo1-2-i1)- [5-metanosulfo-

10 nh1_2_{(R)_2,2,2_trit1uor_1-metil-etoxi}-feru.1I-mtaflOfla, 

(S-cloro-6-metil-1, 3-dihidro-isoifldol-2-il) (2-isobutoxi--S-

metanosulfanil-fenul) -metanorla, 

(5-cloro-6-etilsulfariii-1, S-dihidro-isoindol-2-il) - [5-metano-

su1fonh1_2_(n)_2,2,:_trifJuor_1_meta1_etoxi)-fenh1]-metanO-

15 na, 

soindol-2-i1I .-metariona, 

([5_mtanosu1foni1-2_((S)-2,2,2-trif1uor-1-Theti1QtOXi)-fe-

ni1]_(5_metil__trit1uormetil-1,3-dihidrO-i9OifldO].-2-i1)me-

20 tanofla, 

[[5_metanosu1fonu1_2_{(SI_2,2,2_tri1uOr_]metiletOXiLfe_ 

nil] _5_metoxi_6_trif1uormeti1_1,3_diIUdrO_iSOindO1_2_t1)_tte-

t aflofla, 

[5_metanosu1faflu1_2_(S)_2,2,2_rif1uOr_1_meti1-etOXi)-fe_ 

25 nu1](5trjf1uoruietoxj-1,2dihidro-isoindo1-2-aJ-)-metanona, 

[5_metariosu1onh1_2_(S)_2,2,2_trif1uar_1_metI_etOXi)fe_ 

nil](5_(4_meti1_tiazo1_2_i1)_1,3_dihidrO_iSOndO1-2-i1i_me_ 

taflona, 
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[5_metanosulfonhl_2_((S)_2,2,2_trifluor_1 -Met il_etoXi) 1e 

nil] - [5- (2-metil--piridin-4-il) -1, 3-dihidro-isoindoi-2-il] 

nietanona, 

[5_meLanosulfonhl_2_NS}_2,22_trffluor_l_metil-etOXi)-[e-

5 nulj_15_(5_mecil_tiofen_3_il)_l,3_dihidro_isoindOl-2-il]_me-

tanoria, 

[5_metanosulfonil_2_((S)_2,2,2-trifluOr-1-met–l-etOXi)fe 

nil] - (5-tiazol-2-il-1 3 -dihidro-isOindol-2-il) -metanona, 

(5-etilsulfanhl-6-trifluornletil-1 3-dihidro-isoindOl-2i1) - 

10 [5_metanosulfonil_2_((S)-2,22_triflu0r_1-meti1-etOXi)fe 

nil] -metanona, 

{5-cloro--metoxi-1,3-dihidrO-iSOifldOl-2-il) - [5-ruetanasulfo-

nil_2_{(R)_22,2_trifluOr_]._meil_etOXu_fen1l]_meranOna 

(5-clara- -metoxi- 1 3 -dihidro-isoiridOl -2-il)- (2- iBobutOxi -5-

15 metariosulfonil-fenhl)-mecanofl& 

(5-tluor-6-tritluarmetil-1, 2 -dihidro-isoindol-2-il) - [5-meta-

nosultonil_2_{(S)_2,2,2_trifluor_l_metil_etoxU_feflil]-nleta-

nona, 

(5_etoxi-6-tritluariietil-1,3-dihidrOJSOifldOl21l) - (2-iso-

20 propoxi- 5-metanasulfonil -fenil) -metanoria, 

(5-cloro-6-morfol–n-4-il-1, 3-dihidra-isOindol-2-il) - (2-isobu-

toxi-5-metanOsulforiil-tenil) -metanona, 

(5_cloro_6_morfOlin_4_il_l,3_dihidrO_ieOifldOl_211)(2_CiClO 

butijmeto,d-S-metanosljafonil-fenil)-metanofla, 

25 2- isopropoxi -5 -metanosulonil- fenil) [S - (tetrahidro-piran-4 - 

11) -1,3-dihidra-ioindol-2-il] -metanona, 

[5metanosu1fanil_2_((S)2,22_trif1Uor_l_fl1etil_etOXi)_fe-

nil] -[5- (tetrahidro-piran-4-il) -1,3-dihidro-isoindol-2-il] - 



/nietanona 

(2- isobutaxi -5 -metanosulfonil- fenil) - [5-(tetrahidro-piran-4-

i1)-1,-dihidro-isoirtdol-2-il]-metanona, 

2-oio1opropilmetox-5-metanosu1fon2l-feni2) -15- terrahidro-- 

5 piran-4-1l) -1,3--dihiro-isoiadol-2-il] -metariona, 

(2 -ciclobutilmetoxi- 5-metanosulforlil -felul) - [5- (tetrahidro-- 

piran-4_il}-1,3-dihidro-isOi.ndOl-2-il] -metanana 

[2_(2,2_djmetil_propoxi)_5_metanosulfonhl_feIlil]-[5-(tetrahi-

dro-piran-4-il) -1, 2-dthidro-tsOindOl-2-il] -metanona, 

10 [s_(3,a_difluor_piperidin_1_il)_1,3_dihidrO-isO–ndOl.-2-il)-

[5_metnosulfonhl_2-((S)_2,2,2-triUuor-1-metiletOXi)-fe 

nil) -metanona, 

[5_metanosulfonil_2-((S)_2,2,2-trifluor-1-metiletoxi)fe-

nhl]_[S_{2,2,2_trifluor_etiu_l,3_dihidrO_iSO]-ndOl-2-–l]-me 

15 tanona, 

[5_metanosulfonhl_2_((S)_2,2,2_triflUOrlmetil_etOXi)_fe-

ni1]_[(1R,5S)_5_(_oa_8_aza_biciCO[3.2.1]0Ct-8-i1l_23-di_ 

hidro-isoindol-2-il] -metanona, 

[S_metanosulfonhl_2_((9)_2,2,2_tritluOr_1 -met i].etOXi)_fe_ 

20 

2-11] -metanona, 

� [5_metanasulfOnhl2((S)_2,2,2_trifluOr_1met–1_eC0X1)_t 

nil] - [5- (tetrahidro-furan-3-il) _13-dihidro-isoindol-2-ilJ - 

metanona, 

25 f5-cloro-6- (tetrahidro-piran-4-il) -1,3-dihidro-isoindnl-2-

il]_[5_metanosulfoni]._2_((S)_2,22_Crif1UOr_1metiletOXJ)_ 

tent!] -metanona, 

15_metanosulfonil_2_((9)_2,2,2_CriflUOr_1metileCOXi)_fe_ 



ni1]_[5_teLrahidro-piran_2-i]1- 
/ 

1,3-dihidrO-iSOifldOl-2-il]- 

metanona, 

(5_uetanasulfonhl_2_((S)_2,2,2_tr–f1uor_l_metil-etOXi)-fe_ 

nil] - (5-piridin-4-il-1, 3-dihidro-isOindOl-2-il) -metanona 

S [S-raetanosulfanil-2_((S)_2,2,2-trifluor-1-metiletOxi)fe 

nil] (5-piridin-3-i1-1,2-dihidro-isOindo1-2-il) -metanona, 

[5_metanosulfonhl_2_((S)_2,2,2-trifluOr-l_metil_etoxi)-fe-

nil]_(S_fenil-1,3-dihidro-isoindOl-2-il)-metaflofla, 

[5-(2cloro-fenil)-1,3_dihidro-isoindo1-2-ilI-[5-metaflOSUl-

10 fonil_2_(2,2,2-trifluor-a-raetil-et0Xi)-fenil]-fl1etaflOna 

[S_metanosulfonil-2-(2,22-trifluor-1-metiJ-etOXi)fenilI(5 

tiofen-3-il-1,3-dihtdro-isOifldOl2il) -nietanona, 

[5_rnetanosulfonil_2_(2,2,2_trifluor-a-metil-eCOXi)-feflil]-[S-

(4-metil-tiofen-2-il) _l,3_dihidro-ieoindol-2-il] -metanona, 

15 [S_raetanosulfonhl-2_(2,2,2-triflUOr-1-meti].-etOXi)-4efl11][5 

(3-metil-tiofen-2-il) -1 3_dihidra-isoindol-2-i1] -metanona, 

[5- {4_fauor_fenil)-1,3_dihidro-isoinaol-2-il][5-metanOSUlfO-

nhl-2- (2,2! 2-trifluor-1-metil-etOxi) -fenil] -matanona, 

[5- (3-fluor-tenil) -1, 3-dihidro-isoirLdol-2-il] - [5-metanosul-

20 tonh1_2_(2,2,2_trifluor1_meti1-etOXi)-feflil]-metaflOna, 

5- 2-fluor-fenh1) -1, 3.-dihidro-iSOirldol-2-i1] - [5-metanosulfo-

nll-2- (2,2, 2-trifluor-1-metlfl -etoxi) -fenilJ -mecanorla, 

[5_(3,5_dif1uorfeni1)_1,3_dihidro-isOindo1-2-il]-[S-metaL1O-

sulfonil-2- (2,2, 2-trif1uor-1-meti1-toxi) -fenil] -metanona, 

25 (5_metanosu1fonil_2_(2,2,2_trif1uor_1_metil-etOXienil]_[5 

(3-metoxi-fenil) -1,3-dihidro-isoifldol-2-il] -metartona, 

nil] - (5_tiofen-2-i1_1,3-dihidrO-iBOifldOl2il) -metarona, 
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[S-metar1oeuafonhl_2-((s)-22,2-trir1uor_l_meti1_etoxi)_fe_ 

nil] - [5- (4-metil-tiofen--il) -l.3-dihidro-isondo1-2-il - 

meeanona, 

[S-metanosulfonil_2-((S)_2,2,2_trjfluor-l_met–1_etoxi)_fe_ 

5 niU]-(5-pirazol-1-il-1,3-dihjdro_jsoinol_2-j1)_meranona, 

[S-metanasu].fon–l-2-((S)-2,2,2-trjfluor-1_raetjl_etoxi)-fe_ 

nlI-[5-22,2-trifluor-etoxi)-1,3_dihidro_isoindo1-2-t13-

metanona, 

[$-cloro-5-tetrahidro-furan-3-ia) -1,-dihidro-isoindO1-2-

10 i1]_(5-metanosu]onfl-2-((s)_2,,2_tri1uor_1_metjl-etoxj)_ 

fenil] -metanona, 

rac-(2-isopropoxi-s-metanosulfouil-eenuLcs_(tetrahidro 

flaran-3-iJ) -1, 3-djhidro-isoindol-2-–1] -metanona, 

rc-(5-metanosulfonjl-2--(2,2,3,3,3-pentatluor-propoxi)-fe-

15 nil) - (5- (tetrabidro-turn-3-–1) -1, 3-dihidro-iaoindol-:-i1J - 

ltetanona, 

rac- (2-–sopropoxi-s- met anosulfonil-fenll)- [5- (tetrahidro-- 

plran-3-il) -2, 2-dihidro-iscindol-2-ll] -metanal)a, 

[S-c1oro-6-(3-oxa-8-aza-bicic1o[22,1]oct-8-U)-1,3-djjijdro-

20 isojndol-2-ifl - (5-metanosulfanjl2- (2,2,3,3,3-pentafluor-pro-

poxi) -tech] -metanona 

rac-[5-metanosulfonjl-2-(2,2,3,3,3-pentafluor-propoxi}fe-

ntl]-[5-(tetrahidro-piran-3-il)-1,3-dih–dro-iaoindol-2-il]-

metanona. 

25 ((18, 4S) -s - clara- 5-2 -ox-5 -aza-biciclo [2 2.1] hept -5-il -1 3-

dihidro-isoindol-2-–l)-[5-metanosu1fonil-2-((S)-22,2-tri-

fluor-1-mecil-etoxi) -fenil] -metanona 

[5 -fluor-6- (tetrahidro-piran-4-il)-1,3-ihidro-isoindo1-2-



11]- [5-metnosu1foni1-2-( (S) _2)2,2_trif1uor-1.meti1-etOXi) 

fenill -metanona, 

[S_metanosulfonul_2_((S)_2,2,2_tdfluor_1_metil_etOXi)_fe-

ni1I[5(tecrahidrOpiran4_i1axi)_1,3-dihidrO-iS0ind0l2_ 

5 ii] -metaxtOfla, 

[s(3_f1uoroxetan-2-ifl-1,2-dibidro-soifldOi-2-i.1)-L5-fl)Bta-

nosu1foni1_2_((S)_22,2_trif1uor_1_meti1_etOXi)_fenhl]-mOCa-

nona 

[s_ met anoBulfonij_2_((S)_2,2,2-trifluor-1 -met il-etOXi) -fe-

10 n113_(5_(3,3,3_trifluor_propOxi)_1,3_dihidrO-isoifldOl-2-]Ji-

metaflOfla 

(5-fluOr- 6 -morfoltn-4 - 11-1 3 -dihidro- isoindol -2-il) - [5-mta-

nosulfoni.l-2- (WJ_2,2,2rif1uoz-_1meti.l-etoxi)-fenii)-mSa-

norla, 

15 (5fuor_6_morfolin_4_il_l3_dihidro_iSOifldO1_2_i1)-[5_tUta-

2- isOpropoxi 5 -metanosul frnil- fenil) - 5-(tetrahidro-p–ran-4-

iloxi)-l3-dihidro-isoir1do1-2-il] -metanona, 

[5-metanosulfonhl-2- (2,2,3,33-pentaf1uor-pr0pOxi-) -enh1] - [5-

20 ctetranirsro-piran-4-i2oxiy -1,3-dihidro-iso1ndo-2-il) -meta-- 

norm, 

[5c1oro-6(tetrabidro-piran-4-i1ax-1,3-dihidrO-i8OindO1-2 

ii] - [5-metanosulfonhl-2-( (S) _2,22_trif1uOr-1-meil-etOXi) - 

fenfl] -metariona, 

25 [S-cloro-C- (tetrahidro-piran-4-ilOxi) -1, 3-dihidro-–soirldOl-2-

ii] (2-isopropoxi-5-metanosu1fOnh1-ter1il)-metaL1Or1a: 

(5 -fluor-6- (tetrahidro-piran-4-iloxi) -a,3-dihdro-isOifldo1-2-

i1]_[5_metanosulforlil_2_((S)_2,2,2riflUOr_l_met–l_etOX–)-



fenil] -metanona, 

[5- ffluar-6- (tetrahidro-piran- 4- iloxi)-1 3 -dihidro- isoindal -2-

ii] -(2- isopropoxi -5 -metanosutfonhl- fenhl)-metanona, 

[5 -fluor -6- (tetrahidra-piran-4-iloxi) -1, S -dihidro-isOindOl-2-

S il][S-metanosulfonil-2-(2,2,3,3,3-pentafluor-PrOPDXi)-fe-

nil] -metanona 

(5-cloro-6- (tetrahidropiran_4ilaxi)l,3dihidro-iSOifldOh-2_ 

ill_(5..metanosulfonil_2_(2,2,3,3,3_Pentafluor-PrOPDXi)-te_ 

nil] -meta000a-

to Son ratnbiØn compuestos preferidos de Is f6rmula I A 

aquellos, on los que Rl as feoilo sin sustituir 0 sustituido, 

por ejemplo Ids Compuestos siguientes: 

S-cloro-6-morfolin-4-il-l3-dihidrO-isoifldOl-2-il) -(4-meta-

nosulfonil -bifenil -2-il -metanofla 

15 (5_cloro_5_morfolin_4_il_l3-dihidrO-tsoindOl-2-il)(3’ 

fluor-4 -metanosulfonil -bifenil- 2-il) -metanona 

(5_cloro_6_morolin_4_hl_1,3-dihidrO-isohndOl-2-il)-{4’ 

fJlwr-4-metanosulfonil-bifenil-2-il)-metanona 0 

(4._ffluor_4_metanosulfonil_bifenil-2-il)-IS-(tetrahidrO-

20 piran-4-il) -1,3-dthidro-isohndol-2-ill -metanona. 

Son preferidos loo siguientes compuestos de la fOrliula 

I B: 

(2-ciclobutilmetoxi-S-metanosulfOflil-fenil) - (3-trifluormetil-

5,7-dihidro-pirrothf34-bJphridifl-6-il) -Lnetsnona 

25 (2-isobutoxi-5-metanosuuonil-feniJ-) - {3-trifluorrnetil-S,7-dh-

hidro-pirrolO[3,4-b]piridifl-6-il) -metanona, 

[S_metanosulfonhl_2_((R)_2,2,2_trifluor_1_metil_etOXt)_fe-

nil]- (3-trifluormetil-5,7-dihidro-pirrolo[3,4-b]Piridrn6-
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aU -metarrona, 

(4!_f1uor_4_metanasu1fofli1_bifenh1_2_i2)_(3_trif1uormet]1_ 

S,7dihidro-pirrolo[3,4-bIpiridifl-E-il}-meCaflOfla, 

(3!,4_dif1uor_4_metanosulfonh1_bitenhl_2_i1)_(3-tr1flU0r_ 

S metil-5,7-dihidro-pirro1o[34-b]piridifl--il) -meranona, 

[5_metanosu1fonil_2_(2,2,3,3-PefltaflUOr_PrOPDXi)-fefl]tIH3_ 

trif1uormetil-S,7-dihidro-pirro1o[3,4-b]piridifl-6-l? -Th1ea-

nona 

[5_metanosulfonhl_2_(2,23,3-tetraflUOr-PrOPDXi)-fenhl](3-

10 rrif1uometil_5,7_dthidro_pirro1o[34_b]piridin_6_11) -meta -

Mona, 

{5-metanosuloni1-2- ((9) _2,2,2_trifluor-1-metil-etOxi) -fe-- 

nil] - (2_metil_3_tritluormetil_5,7_dihidrO_PirrOlO[3,4-b]Pi_ 

ridin-6-il) -meanona 

15 [2- (4-fluor-fenil) _s,7_dihidro-pirrolo[3,4-blpiridifl-6-il] - 

[5_metanosulfonil_2_((S)_2,2,2_triflUOr_l_Thetil_et0)a)_fe_ 

nil] -metanona, 

[5_metanosulfonil_2_({S)-2,22-trifluOr-1-m6ti1-erOXi)fe-

nil]_(3_Lrifluorinetil_5,7_dihidro-pirrOlO[3,4-b]Piriaifl-E-

20 il)-metanona 0 

[2- (4- fluor- fenil) -5 7 -dihidro-pirrolo [3 4-b] piridin- 6-il] - 

[s_meanosulfonil_2_((S(_2,2,2_triflUOr_l_meti1-etOXi)_fe-

nil] -mecanona. 

Los conipuestos prefendos de la fdrmula IC son los Si -

25 guientes: 

(2-ciclobutilmetoxi-5-meCanOSUlfOflil-feflhl) - {-trifluonneti1-

1,3_dihidropirro1o[3,4C]piridifl2il)metafO, 

_fluor_4-meranosultonhl-bifenil-2-il) - (6-trifluormetil-
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1,3-dihidro-pirrolo[3)4-c]piridin-2-il) -metanona, 

(34’-difluor-4-metanosulfonhl-bifenil-2_i1}-(6-trifluor-

t5-metanosulfor1il-2(2,2,3,3,3-pentaf1uor-propoxi)-fenil]-{6-

S trifluormetil-1,3-aibraro-pirrolo [3,4.-c]piridin-2-il) -meta-- 

nona, 

[S-metanosulfonij-2-(2,2,3,3-tetrafluor-propoxi)-fenjl]-(6-

trifluormetil-1,3-dihidro-pirrolo[3,4-clp–ridin-2-il}-meta-

nona, 

10 [6-(4-f1uor-eriil)-1,3-d3bidro-pirrolot3,4-c]piridin-2-il]-

[-metanosulfonh1-2-((S)-2,2,2-trif1uor-1-metil-ecox1-fe-

nil] -metanona 

[S-metanosulfonl-2-((S)-2,2,2-trifluar-1-metU-etoxU-fe-

nil] - (-morolin-4-ii-1,a-dihLdro-pirrolot3,4-c1pir1din-a-

15 il)-metanona. 

Los compuestos especfioos de IS formula i n son los 

siguientes: 

[5-ruetanosulfonil-2_((9)..2,2,2_trjfluor-1_metil_etc,xi)_fe_ 

nih - (2-trifluormetil-5, 7-dihidro-pjrrolo[3,4-d]pirimjdin-6-

20 II) -metanana, 

(2-isapropaxi--5-rnetanosulfonjl-fenij)- (2-trifluormetil-,7-

dihidro-pirrolo[3,4-d]pirimidin-6-U}-metariona, 

(4-metanosulfonhl-birenil-2-il) - (2-trif1uorrnetii-5,7-dihiro-

pirrolo[3,4-d]pirjraidjn-6-il)-raetariona, 

25 (2-–sopropoxi-5-metanosultoni.l-feniu - 2-meti1-S,7-dihidro-

pirro1o[,4-dipirimidin--il) -metalona 0 

(5-metanosu1foni1-2-({S)-2,2,2-trifluor-l-metj1-etoxj)-e-
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I 
nil] - 2-metu -5 7 -dihidro-pirralo t3, 4 -dl pirimidin- 6-il) -meta-- 

riona. 

Los CompuestOs preferidos de ].a formula I E son: 

l-4-meanosulfonil-bifenil-2-Carboflhl) -23-dihidro-lil-indol-

5 4-carbonitrilo, 

ieti.l ester del &cido 1LSmetanosuifonil-2-(S)-2,2,2-

trifluor-1-metil-etoxi) -benzoil) -23-dihidro-lH-indol-4-

carboxJ-ico, 

metil ester del Acido 1(2-15opropoxi-5-metaItosulfOflil-

10 benzoil)-2,3-dihidro-1H-indol-4-c&rboxiliCO 0 

(4_bromo_2,3_dihidrO_irldal_l_il)_[5_m�tanOsUlfOflil2((SL 

2,22_triluar-1-meti1-etoxi}-feflil]-metanO0a. 

Los compuescos especffioos cM la fórmula I F son Jos 

simiettes 

15 (5_br000_ifldol_1_il)_[5_metanosulfonil_2_((S)_2,22-.tfltlUOr_ 

l-metil-etoxi} -fenil] -metanana, 

1_(5_metanosulfonil_2_((S)_2,2,2_trifluOr_1_ Met il_etoXi)_ben_ 

zoil] -1H-indol-6-carbonitrilo 

(6-cloro-indol-1-il) - [5-metanOsulfooil-2-((S) -222-trifluor-

20 1-metil-etoxi) -fenill -metanolta 0 

(4-bronlo-–ndol-1-il) - t5-metanosulfonil-2- (2,2,2-trifluor-1-

metil-etoxi)-fenil]-metanoria. 

Las compuestos especificos de It formula I 3 son i-os 

siquientes 

25 15_metanosulfonii_2_((S)_22,2_trifluOr_lmetileto)_fe_ 

nil] - (5-nitro-indazol-1-il) -metanona, 

(5_o1oro_iodazo1_l_i1)_[5_metanosu1fonfl_2_si_2,22-tri-

fluor-1-metil-etaxi)<enill-metanona 0 
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(5,7-diclaro-indazal-1-i1)-15-m canosu]fonhl-2-((s)-22,2- 

trifluor-1-metil-etoxi) -fenil] -metanona. 

On compuesto especifico de Is fórmula I H as a! 
s–uiente: 

S (5,6-dimetil-benzoimidazol-i-il) - [s-metanosulfonil-2-((S) - 

2,2,2-trjUuor-1-metil-etoxi)-fenil]-metanona. 

Los presentes compuestos de Is fthntu].a I y sus sales 

farmaceuticamente aceptables pueden obtenerse Pon mØtodos ya 

conocidos de Is tecnica, par ejemplo, ;or Un proceso descrito 

10 a continuacidfl, que consiste en; 

a) hacer reacciorlar conipuesto de Is fórmula 

� QH 
elegida entre el grupo Tornado par 

(R)4çNH  

RR IT A R R11 B  RTIIc 

is 

(R)NH 

R 11 D RIT s IT F 

H H 

(R)H1N’’
 0 

R)J2 

U H 

con an conipuesto de Is formula 

o 

HO 

20 III 
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on presencia de nn agente activador, por ejemplo el TBTU, 

para obteiaer Un compuesto de la formula 

o Ri 

que incluye las estructuras siguientes: 

o B1 0 

2 (R4) - R IA a R 

o R C Ri 

� 

(R2 
R 2 

R ’ p R in 

(R5r 
C 

TH 

( 

IS IF 

o 
(R10)t 

C H1 

I   

S 
on las (rae las definiciones se han establecido antes, 

10 a 

I) hacer reaccionar compueseo de la formula 

hal hal hal �  

IV A 0 IV B 0 
(R Iv c 



I. ha 1 

 (R6 
Iv 0 

an laa que hal as an grupa halogeno, por ejempla Sr 0 Cl, 

con urt compuesto de Is formula 

o 

R1 v 

5 on presencia de una base, por ejemplo hidruro sodico, 

pare obtener un compuesto de las fdrmulas 

Or

 

IAa IBO 

C R  

(R5 (R) 
lCD IDo 

an las que Jos sustituyentes tienen Jos significados defi-- 

10 Sidon anteriormente, y, Si Se desea, an convertir los corn-- 

puestos obtenidos an sales de adicion de acids farrnacØutica-- 

rneJJte aceptables. 

Los compuestas de Is fOrniula I pueden obtenerse con 

arrelo a las variances de proceeD que Be describen 

15 anteriormente y a Jos siguientes esquernas 1 - 2. Los 

materiales de partida son productos comerciales, son 

compuestos conocidos por Is bibliografia tecnica quimica 0 

son compuestos que pueden obtenerse con arreglo a metodos ya 

conocidos de Is tØcnica. 
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Se mplea la abreviatura siguiente: 

TBTU I ftetrafluorborato de 2-11FI-benzotr&azol-1-–1)-1,1,3,3-

tetrametiluronjo) 

Esguema 

5 ObtenciOn de compuestos de las fórmulas I A, I B, I C, 

I D, TI E, I F, I 0 y I H: 

o R1 
o 

r 

NIA
 

H 
+ HO11 

(R R IA 

o 
RI 

/ NH 

H 
+ HO 

(R1 R lB lB 

Q R1 

o H 
/ NH 

R 
c 

HO 
N)+R’ R 

) 

1 (RS} 
11  

R 2 IC 

0 

HH
 

C R’ 

+ HO 

(R6) 
N R 

lID 
(R5N R 

R ID 
R ILl 
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7 
+ HOLT 

IE )q 
R lIE Ill - 

+ HO 
N 

IIF I F 
III 
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an lea que los sustituyentes tielaen los significados defi-- 

nidos anteriorruente 

Se trata Un compuesto an la formula IT (II A, U B, U 

S C, II D, IT E, IT F, IT C y IT H) con an compuestO de la 

fOrmula III en presencia de TBTU y una base por ejemplo la 

W-etildiisopropilamina, para obtener an compuesto de Is 

Ormula I {.I A, I 13, IC! ID, IF, I F, 10 y I En. 

Esguema 2 

10 ObtenciOn de compuesos de less formulas I A, I B I C y 

D, siendo R y R de general formula I hidrOgeflo: 



ANEXOS 

Camprabante de page de Is lose de presontaciOn do Is solicitud. 

Documento qua acredita in existencin y representacin legal cuando el solicitonte Sea persona Juridlon. 

Dooumento de Representacian Legal  

Documento do cesion del inventor at solioltente a a sLJ causante. 

fl 
El Copia de Is soilcitud internacional. (Resumen. descripciOn, reivindicaciones, dibujas) 

Traduccion do Is solicitud intemacional al casterano. (Resunien descripolon, relvindicaciones) 

Unpin del reporte preliminarinternacional sabre pateritabilidad. 

Traducclon del Sports preliminar intornacional sabre patentabilidad. 

0 Do ser at case, copia del oontrato do 

De set el case, dacumento quo acredito IS licencia 0 autorizaciOn de use de conocimientos tradicionales 

de las comunidades indigenas. 

Me Final 12X12. 

DDe ser S caso informaciôn sobre otras solicitudes de patente a tltijlos obtenidos an el extar,je(O per C! 

niismo Was o su causante celadortados 2avcial o toka%nente ton to cwenton de esta sotitittidEi
  

- 

Do ser el case, modificaCOneS electuadas a Is solicitud internacional. 

Otros: roperte de b42sqLIedn intemacional con su traduccil publiCaciOn con Cu traduccion, caprtulo 

reivindicatorlo coma Tue originalmente presontado an (ase interracional con su traduccion y anexo 

explicative de moditicacjones a as reivindicaciones. 

OFIGURA CARACTERISTICA: 
11 

1?cv\3? pr 



ANEXO 

El documento que acredita la calidad de REPRESENTANTES 

LECALES en Bogota de los doctores ALICIA LLOREDA yb 

CUSTAVO TAMAYO y/o IGNACIO SANTAMARIA yb 

ENRIQUE ALVAREZ pan TODOS LOS ASUNTOS 

RELACIONADOS CON LA PROI’IEDAD INDUSTRIAL de la 

sociedad peticionaria, que faculta a cada uno de dichos abogados 

para actuar individualmente, se esta presentando con esta solicitud. 

En conseaiencja, ruego a usted reconocer To personerfa de cada uno 

de dichos Representantes Legates para actuar dentro del presente 

expediente, a fin de que cualquiera de ellos pueda intervenir en 

cualquier tiempo respecto de la solicihid on el contenida. 

ICIA LLOREDA RICAURTh 

T.P. No. 53.215 



£ - 

TFADUCCK)N OFICLL No. 

dc tin docLJmeflto escdto en tingles, or cual para su identiflcaciôn so sells con el sello 

de Is Iraductora, lo misrno que Is presents.-

Traduthon do Is apostilla an ingles quo so encuentra a continuacian de Is 

leqhzacion do Ise 9rmas do los seæores Mustier y Strebel reprosentantes legales 

de F. Hoffmann-La Roche, que aparecen en an documento de Poder, esaito en 

espanol e unges, conferLdo a ALICIA LLOREDA y/o GUSTAVO TPMAYO yb 

IGNACID SANTAMARIA y/o ENRIQUE ALVAREZ, expedida en idiorna inglØs por el 

notario Peter Kuster, bajo el No. 2004/20, el 17-08-2004 en BasiLea Suiza. 

AUTENTICACION OFICIAL 

(Convention do La Hays du 5 octobre 1961) 

� 1. Pais. Suiza 

Este dDcurnento püblLco 

2. Ha sido firmado p0, el Lb. lur. Peter Custer 

3. Actuando en calidad do notario póblico 

4. Lleva el sold del nioncionado notario 

Certificado 

5.

 

on Basel (BasiLea) 6. el 18 do agosto 2034 

7. par Is CancilFer(a de Estado del Canton de Basel-Stadt - - 
4 

8. baja el No 8636/13376 

9. Sello 10. Firma 

Cancilleria de Estado Fdo.: firma ilegible 

� de La ciudad do Basel (Basilea) - Ruedi Eggs 

ES TRADUCCION FIEL Y COMPLETA, de Is cual so deja copia en los archivos de 

estas oflcins core su confrontacian. 

............ 
Bogota, 2 do septiembre 2004 , .. .; .... 

... 

g1 j:1�,r/ __ 
. . . . . 

. H Trad LICE On! jL,rarnen(]da 
JUP,C C IN.)L_1, .1 : ResotuLion 1060781 Mrnusucaa 



U... 
Vreace lirmado, F.HOFFMMIN-LA ROCHE AG. 
P - ur!a scciadacr organizada y exittente de conlormidad 

on lao [’eyes de Suiza. 

40 

coil domain an 4070 Basilea, Suiza 

nombramas par of presents a ALICIA LLOREDA yb 
GUSTAVO TAMAVO y/o IGNACIO SANTAMARIA 
via ENRIQUE ALVAREZ, dorniciliados an Bogota, 
Colombia, con oficinas or’ dicha eluded. calls 72 No. 
5-83, piso 6l nuestros representable; Ieoales 
verdaderos en Bogota, con fecultades pare recibir 
notificaciones y nornbrar apoderados judicieles 0 
extrajudiciaies, can ci fin de der cumplimiento at 
parØgrefo 10 del articulo 543 del decreto 410 do 
1971. 

Los doctores ALICIA LLOREDA Ad GUSTAVO 
TAMAVO coIGNACIO SANTAMARIA yfo ENRIQUE 
ALVAREZ, a be apoderados qua cualquiera de ellos 
desigire, quedarr especialmente facultedos pare 
representarnos ante [as autoridades colonibianas, 
adniinistrativas, judiciaries 0 do pi an lodes Ins 
tramites rolativos a to propieded industrIal, a c’jyo 
efecto led facLiltamos pare der ante dichas 
eutoridades lodes too pesos neceserios at oblate 
indicado; elevar soliciludes, declaraciones, reelanios, 
recursos y presenter desistirnientos; formular 
descrpciones, ennilendas, limiter an alcance de as 
solicitudes, presentor oposiciones y apelaciones; 
instaurar cancelaciones, renunciar total a 
parcialmerrie a lots registros, abortion todos los 
irnpuestos y cuolas y electuar todo otto page 
deterniinado par In Icy: recibir lodes It docurnentos 
y values, dando ol descargo respecuvo: Ilener 
cualesquiera otros requisites y tomar, an fin, todas 
las rnedidas qua creyeren conducentes at resguardo 
do nuestros intoreses: y on case de producirse 
oposiciOn, pasando led antecedentes a Ins tribunales, 
quedan tacLlltados para tamer intervencian come 
deniandantes 0 dernandados ante los jueces qua 
seen competencies, pudiendo froul someter a 

rbiLros, desistir, porcibtr y apelar, eon odes [as 
doriias facultades quo resource nocesarias, Y per el 
presente declaramos desde share vÆlido y burns 
ouanto dichos reprosentantes yolos apoderadas QUO 
cLisIquiere de eeoc nombre hicieren all nuestro 
bonofio. 

The undersigned, F,HOFFMANN-LA ROCHE AG, a 
corporation organized and existing under the laws of 
Switzerland, 

domiciled at 4070 Easel, Switzerland 

hereby appoint, ALICIA LLOREDA and/or 
GUSTAVO TAMAVO and/or IGNACIO SANTAMARIA 
and/or ENRIQUE ALVAREZ, of Bogota. Colombia, 
With offices in said town, Call, 72 No. 5-83, Sixth 
Floor, out true and legal representatives in Bogota, 
with power to receive notifications and to appoint 
judicial or extrajudicial agents, so as to comply with 
paragraph 10 of article 543 of decree 410 of 1971. 

Doctors ALICIA LLOREDA and/or GUSTAVO 
TAMAVO and/or IGNACIO SANTAMARIA end/or 
ENRIQUE ALVAREZ, or the agents by any one of 
them appointed, are especially empowered to 
represent us before the administrative, judicial or 
police authorities of Colombia, in all proceedings 
pertaining to industrial property. for which purpose we 
authorize them to take before the said authorities all 
he necessary steps for the said end; to file petitions, 

declarations, claims, recourses and withdrawals, to 
drew up specifications; to file amendments, to limit 
the scope of applications, Be oppositions; tile 
cancellations total or pariaYy waive regisadons, to 
pay all installments and effect all other payments 
prescribed by law; to receive proper receipts, to 
comply with all other requirements and, in short, to 
take all those measures which they may deem fit for 
the protection of our interests; and in case of 
opposition, where the proceedings be passed over to 
the courts, we authorize said agents to act on our 
behali, as complainants as well as defendants, before 
the competent judges, with full powers to make 
arrangements, to submit to arbitrators, to desist, to 
collect, to appeal and, in short, with all such further 
powers as may be required, and we hereby deoare 
from new on as valid and good all that said 
representatives end/or the agents by any one of them 
appointed may do for our benefit. 

5 

Asimismo tacultarnos a los docbres ALICIA We also authorize doctors ALICIA LLOREDA 
LLOREDA Yo GUSTAVO TAMAYO SQ IGNACIO and/or GUSTAVO TAMAYC and/or IGNACIO 
SANTAMARIA ybo ENRIQUE ALVAREZ, pare SANTAMARIA and/ar ENRIQUE ALVAREZ, to apply 
solicitar or, IC Oficina de Propiedad Industrial for.protocolization of this document and of any power 
p,atocolizacion S este documenlo Y deC  a,tireas tftt&oYbY any one of them conferred in our name, 
poder quo cualquiera do ellos otargue 

afmci 

deloi a h’ O( of Industrial Property 
nuestro - 

Dado y firmado Pt. �’ 
i;’� this 1 an da 0 

Hoffinonn-La Enc 0 U 
I.NkUtRli .. j , 



- NOTARIAL CERTIFICATE (CORPQMTION) 
dEFtlFIOAbo NOTARIAL (SOCIEDAD) 
-. Switzerland 

Baser {ss 
(Zt4lfea (55 

On ills 17th day of At!gst 2004 
tdo IU be 20Q. compaaciA personally rido1jn Ylausner and Lnise Strr Ck 

i1. 
1f)1j57.&: ScFLa puten conozco Jth Swiss citizens nc9 Swiss resider a e 4tn Ye cohs que tlrrviO ci anterior documerito. to me known, and known to me to be the person who 

qL  V it Outcome jurerilentado declare y clo quo signed the foregoing ns(rur,ient. who being by me 
Øl no flat,It, ....tc I/i-no fld ko ’H C) duty sworn did depose end say that he is the Uolaer Of 
its F.HFtflNN1A ROCHE A, Ia compaElIa Pnuration/Thndatoy of F.HOFFMNIN-LA 
ornbrada ran ch documento quo aritecede, ma ROCHE All (he company named Within, 

socdad lgibstir  orgeni?ada y existente Corporation organized arid existing under he laws of 
confornRe a cor ols do Suiza Oomiotada an to the Swtzorland, domiciled at the City of Basal, 
ciridad de thsiet Suiza. Jepainjente constituida leall)i constituted for a period of tenure not yet 

Palo
un perlod dt duraciOn quo non no he expired, which exercises its corporate purposes 

tarnhinodo, 
qua

ej&se u objeto social; contorme a according to the laws of Switzerland; that the 
Its leyes its SLtlza; &e tritiesbaronto one aulorizacjo deponent is authorized by said Company to confer 
Our bond Co mpa1a pa fa 4munr ete poder; quo 61 this power cI attorney; met the seal affixed hereunto 
setlo estempado par 61 toLide at poder, en Ilombre by the deponent ri the name and on goal to 864 

yen represontacion do Ia APOVIenceCorp paæla, ass) corporation is no corporate sesi thereof; end that the 
sello oficial do and, y qua 41 ceto pare eL coal so purpose for which this instrument is granted is 
confiere esto Instruments 40,,omprendido dentro included within the corporate purposes of the 
dcl its is studied t p Company. 
El suscrilo rdotario no visto 

t 
lint, 

Estatutos te The undersigned Notary Public has seen the articles 
incorporaciOn firniedos an Suiza.jdd by asiIea, at Incorporation of sSd Corporation Asserted at 
eon echa N.J.nrQ I Cc  -y y c4t’ca qua be, Sulze, oiudad do Basel under date of 19th day Ct 
confoirnidad con Ia legislacjon doŁo Pals, RJune )997 and hereby other that under 
anterior decleracion juramentada ’& prueba the laws of said Country the foregoing 
suficiente do One Los heohos sobre qua elLk,rse son acknowledgment is sufficient proof that the facts 
ciertos o -erdaderos de La coal do is r therein contained are true, which he attests. 

Notary Public (fqotario irl ilk Easel, this 17-08--2004 (seveitnonth day of 

if T two thousand arid fixer 

i /C/ 

Xyyboa
 Weil 

J 

Dr. Peter Kuster 
Advokat One Notar 
Petenkcrttiplatz Ta 

F’osflath 
2 Fr OH 4001 easel 

Dfl&KM!Ta 
AUg Prn-- jNo. 

20 

is  
- 

. ., 

(,I.’)i:.,,.! .. rill 11  .i 
i’s?!) I’ll i’ 

IT 

................. 



t SUPERINTENPENCIA DE INDU5TRIA Y COMERCIO 
DIVISION DE NUEVAS CREACIONES 

Iwjpastrna y Comercio EXTRACTO PAPA PCJBLICACION 
tuPER!tflNDEtAtTh SOL,CITUDDEPAThNrEDE,NVENCIONPST  

(21) N de solioitijd: (51) pt CI: COrn 209/44 

(22) Feal do soliS: 27.07-117 71 £)itatt* F. KOFFMANNU ROCIE AS 

(30) Piioidad (SI) No. PriorJSd (2) Fiche (33) pus 
05100613.4 07-02-05 EP 

p2)ecr(By JOUDON, Syniese: tlAROZlH, Robert 
NORCROSS, Roger, Dasid 

y 

PINARU, 
Emmanuel. 

4) Aoderado; ALICA LLOREDA RCAUfl 

(65) Socha Ilmite iniojo fase national: 07-09-07 (87) PLIbIicacjÆn internaoionap 
(86) Dabs reIativas a Is p’osetodbo do Is sotioirnd PCT Fooha: 10-0806 

Feoha do prssontaoióp do  Is soicitud; 30-01 -06 N publicadOli: Wa 200&062001 Al 
No._dosolioiwd:_PCT/EP20061000761 F  

(54) TWV FENPL METANONAS SUSII11JIDAS PORKETEROCICUCO COMO (tthIEIDORS OELIRM1SPORTAnQR IDE 
GLICINA 

ResLinleri - Roi1nd icciôn(es): 

Reivindjccpón nunioro 1.-

Competos do Is fómiula goeraI 

RI 

an Ia quo 

R1 es halOgeno, -CRt, SRI. dolonlquilo, apiida ciclica, hoterooioloalquilo, arilo 0 heteroarilo do 5 6 0 esIaboos quo contiene 

use, dos o ties heteroatornos oogIdos antre e gIIJ p0 fomiado oJ o; POT oxigeno, a rre 0 nifrbgen 
�  

R1IR’ son hidrOgeno. alguilo Cia alqthlo Cis sustitthdo per halO9eno, -(Chf$-ciGIoaJqthIo 0 -CH1h-arirO 

R1 es -S(0)-aIqLJiJo CIa -S(O(1NH-aipuiPo Ci-s, NOn o ON; 

at N 

as um mine bioicIi aromatica 0 parci olnien to aromatica, quo puede caromer u pG o do abs do N adJoionaS, 

elegida entre OP 9flJOO formado pot 

RR R R 
4 

N-’r\N (R7)q_çC,,, 

(R°), -f) ’ 



yen la qua in âtomo adidonol del anillo N dela amLra biciclica arcmaoa 0 Rundalmorns aromàfioa puede estar dispoibIe en IbiTna do 

su Oxide 

a RIG soil lidl hidoxj, halOgelie, =0, alquilo Ci s ddoalquilo, Iielerooioloalquilo, alxxi Cii, CN, NO2 NH1, echo, hetercwilo 

do 5 6 6 estenes qua oonbno csiio, dos a ties het.roaton,os, elegidos site si grupo kvjnado por persona. azufre 

nitrogeno! -NH-alquilo NO -N(alquilo CI-*)2, amida ciolice, -CO)-amida cicLica, S-qulIo Cii, -S(0)2- aiquilo Cii, aiquilo Cii 

suslituido por halOgeno. alcoxi Ci.s susIuido par halOgeno, alquilo Cis sustimldo per liidro, -0.(CH1)r-aJXXi Ci-6, 

-aCHiC(o)N(alqLlilo 0,42, -C(0)-auilo Ci-s, -O.(CM$-arilc, -O-(OH$-dcloalquilo, -O-(CH$-hete,xoaIquilo, -0(0)0- 

III Oi.o, -CIO) -NH-apple Cii, -0(0).N(alquilo CH)2, 2-oxi.5-aza-ticido(2.2.1 ]hept-5-ilo o 3-oxa4-aza-bioiclo[3.2.*ot-B. 

In; 

R y R  del grade e pueden former junto con -(0H1)4- an anillo ON sais eslabones; a 

R, R’, R’ y R" can indepenoenda en" or son hidrOgeno 0 alquilo Cli; 

yen is quo (edna as; gnJpot aoilo, cicloelqullo, amida cclica, heterodcloalquilo 0 lieteroanlo do 5 6 6 esJabones dannidos palo R, R’ 

y do R3 a RIO pueden annular an sustui 1 0 CU stituidos per uno 0 vanes sushtuyen(es elegidos ant,e el gape fanado per arms. a 

flai&gerlo, alqI* Cti e1qvo Ci4 su,Iitodo p0rhlOQOflDe aicoxi Ci 

n,m,o,p.q.r,ytsonelnomero1O2: 

x esOjo2: 

y es12; 

y lea sales de adidOn do Øcido farniacutioamente aceptables do as inismos. can Is excepdn de (2-idro-5-nitro-fnil)-(6-Ilitre-

thdazOl-1*m&Jai)oJ,a 



Solicitud interttacional No. 
REPORTE DE BUSQUEDA INTERNACIONAL PCT/EP2006/000761 

A CLASLYICACION OL (AtEI& OULTO 
INV. C071320/44 C071403/04 C070471/04 007D209/08 C07lJ73 1/56 

C07D235/00 C07D4 17/04 C071M0 1/04 0071409/04 C07D487/04 
0070209/85 C07D405/04 0070491/08 0071M98/0S C071M I 3/04 

Seo,t Is Clod rt adón at P&tcntc thieniuci sisal c’rc S eeaÆn Is e]tii licseion sonienol 
y 

Is ] PC 

B. CAMI’OS RUSCADOS 

Doeuton,aeion mmm’s beads (aininmed, eJasireacidn acuidode ainiboccede elasifieaeión) 

0070 A6IK 

Ox amen acids ba nesda [scm lie dxn,ncnlacidn mini mm hassa deisde d ic1ios docu nun Ice se I nelgyan cii Ion CaFsOS bnseadce 

Baaedcan" cImtraina coisaullada dursiale In bdsqueda iiIIeniaeional (nembee des base di dates y, dsnde sea praeliec buscar Idristisos usadsa) 

EPO.iaitcrnrncional, WPi Data, CHEM ABS Dais 

C DOCUMENTOS COSIDERAIIOS RELEVANCES 

Cenoponia CisaeiOn do dx umento. cea indicacilis, dondc ace epmpiadn, in Cm Lentos celcna..es Relenn teals rei niad iceid[n No. 

X EL-GUANDOUR V COL.; "Sintesis de algunos dedvados do 1, 8,22 
6-ni(ro 

y 

6-cloroitidazol" 
EGY?TIATh JOURNAL OF PHARMACOLOGICAL SCIENCES, 

vol. 29. 1988, pÆginas 545-551, XP8062926 
Conipuesto liftable I 

A 
wo 

99/44596 A (JANSSEN PHARMACEUTICA NV; 1-26 
LUVTEN, WALTER, HERMAN, MARIA, LOUIS; JAN58) 
lode Septiembre de 1999(1999-09-10) 
ci documento complete 

A WO 2004/037800 A (GLAXO GROUP LIMITED; BEST, 1-26 

DESMOND, JOHN; BRUTON, GORDON; JThIGHTMAN,T) 

6 de Mayo de 2004 (2004-05-06) 
el documelito complete 

-I--

[a ci reesaeàsC ci cnismenaa ndncnnunnnea. E F.acI nose ananiclais issiembron do Is fa.uuili, de petenca. 
Calesiiae espeemalee di decurasIs citedni: 

-r donsisseintia pocterior pisbi icado d55pu43 di Is leeha di presenlacion 
A dereanuonto can defano ci caisdo Mn,el do la neniea ci enal 110 SC inlenuacional 0 leeha dc pnioddaaJ 

y 

qac no seth en conflicts eon Is 
eonaIderade Pat evaineiapaisicuiar eolieitiad rem ,M, P,, enncndere pnneipiootcodaqnesustcnis 

Ia illiencilin 
P  doeaus,nlo sinleden pies paublicads en e drapes no Is fuchs de 

preto,uthci&n iaiemseionel X’ deonuinsenlo do releneneis parties Ian; 0 in nencidit reivindicaan" 
Pee considerarse nuena one pnaede coilsiderarse que cenrende 

� U dainau,ne,nla, q uc rude anuar and., sobre rein md icacmolten di Con in nclnli’/e cuands ci d.ueaamenls cc tome cole 
pdoridad S que cc eiia pena mmlcncr Is fcoha de psablicacian de ones 
eilaeioii Lueiva radii especial (suulnseeapeeilea) Y Ion nlet: dene]emiicia particular; Ca iii’/enciln Pon indieadefle 

panic considerarse qise cornpreinde on paso innonli/s causiudo ii 
0 doen mesas que cc FVOce I una mecien,on cml. Luna cnhibiciahn ta doenments cc enasbitne eon fine aniSe doesamnseac000 aiends dicha 

rants tnadon ennnbs\tendo A1  V111 III, oEo",nrepca trt In tdcite 

P don inenlarublicadsanlcn 0, 1. fccha dcproscniacidn insenuacionel 
& 

dnciauionCa,nnniembrode Is mmmi lamiliade patentee 
pens dccpuds lie in (ceha lie AAWMI rci’in dicada 

Fenhade In lcrnnnaeidn reside la Past ueda iiiiernaeional Focus decniio porcorrcodcl rupomnede bicqaunsla inlensasemnoasl 

’0 



PCT/EP200& 
Riiitu4 liittniscionml No. 

’00076 I REPORTE DE BUSQUEDA INTERNACIONAL 

C. (Centnuaci&) [XCUMENTOS CONSJOERADOS RELEVANTES 

CRacio d dacumento......  jicaciofi, &nJ apropLde. de Ic Lnne)n cealca 111 jvadicstin 

A WO 02/00602 A (PgZER PRODUCTS INC; LOWE, JOHN, 1-26 

ADAMS, El) 
3 de Eracro Ic 2002(2002-01-03) 
el decumento comp!eto 



"FORTE DE BUSQUfl)A INTERNACIONAL Soliejiud hirtrrmcien& No. 
Jnfornnción sobre jniertbros do familia de PtOfltOS PCT/EP2000/000761 

DoumenIo do patente citado Cfl - - 
Miembro(s) de Ia fannlia do Feha do pubiicacidn 

ci reporte do busqueda Fecha do pubiicac’on 
tote 

WO 9944596 A 1-09-1999 AU 34099 A 20-09-1999 
N 104585 A 30-042001 
OR 9907951 A 30-01-2001 
CA 2322164 Al 10-09-1999 
CM 1292698 A 25-04-2001 
EE 203000482 A 15-02-2002 
HR 20000523 Al 28-02-2001 
FlU 0101048 A2 28-10-2001 
JP 2002505277 1 19-02-2002 

go 

E0004431 A 30-10�ZOOC 
P1 343435 Al 13-08-2001 
5K 13082000 *3 12-03-2001 
TR 200002567 T2 21-11-2000 

SO 200803700 A O5-05-2004 AU 20U3274053 Al 13-05-2004 
EP 1654260 Al 20-07-2005 
US 2006052597 Al 09-03-2006 

bIG 0200602 A 03-01-2002 AT 281427 1 15-11-2004 
AU 7440701 A 08-01-2002 
DE 60106914 01 09-12-2004 
VE 60106914 12 08-12-2005 
DK 1294677 13 07-02-2005 
9 1294577 Al 25034003 
FS 2230326 T3 01-05-2005 
3? 2004501892 1 22-01-2004 
PT 1294677 T 31-01-2005 

AM 



NTERNATPONM- StAHOM MrUj1I I 

PCT/LF 2006/000 751 
A. CUcAflq oFftLdcTNs17!P 

’NV, CO  C07D403/04 C070471/04 0070209/08 C070231/56 
0070235/06 007D417/04 0070401/04 0070409/04 0070487/04 
C0702O9/8 0070405/04 0070491/08 0070498/08 0070413/04 

2t20àg I 1020.1 0 l]I Ol,tg, LTt I!!2 204[ &Sl2 000 lOt 

� ’20L SPH� 

MII&0o Chwhed (d’92lI] .y]efl, wIw%2bfd=IlI0m .flbSl 
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Reivindicaciones 

1. Campuestos de Is formula general 

0 

I 

en Is que 

R1 es halogeno, -OR’’, -SR1 , cicloalquilo, amida ciclica, 

heteracicloalguilo, arilo 0 heteroarilo de 5 6 6 asia-

bones que contiene uno, dos o tres heteroatomos elegidos 

entre �1 grupo formado per oxIyeno, azufre 0 nitrOgeno; 

Ri /R1 son hidrdgeno, aiquilo inferior, aiquiio inferior 

10 sustituido par haiOgena, _(CH2),ecicioalJiiO 0 

arilo; 

es -S (0) ,-alquilo inferior, -’S (0) 2NH-aiquilo inferior, 

NO2 0 CM; 

het 
be one attrLna bicicica aromÆtica 0 parcaalmente aromA-- 

15 ties, que puede cantener one a dos Atomos de N adicionaies, 

elegida entre el gripe formado per 

. 

(R’)fN_4 (R51LN4 

R ft 
a) R RR 

C) 

(R)p 
isN R 1" N 

(R), 

d) 
RR 

e) f) 

(R9)1 rc,’N 
g} 

 
h) 20 



/ 

y en la qie on itomo adicional d1 anillo N of la arnina 

biciclica aromatic, C parcialmente aromatica puede ester 

disponible en forma as eu óxido 

5 R a R10 son hidrôqeno, hidroxi, halôgeno, =0 alguilo in-

ferior, cic1oa1uiLo, heterocicIoaLa&Lo, alcoxt infe-

rior, CN, NO,, 1m21 
still, heteroarilo de 5 6 6 eslabones 

one contiene not, dos o tres heteroatomos, eJ.egidos 

entre ci srupo fonado por oxt9eno esutr� a nitrOqeflo, 

10 - -NH-alquilo inferior, -N (alguilo inferior):, amida ci-

clica, -c (0) -amida ciclica S-alquilo inferior, -S (0) 

alquilo inferior, aJ.ui10 inferior e11E3tituido por 

halOgeno, alcoxi inferior sustituido per halogeio, 

aJ.quilo inferior sustituido por hidroxi, -0-(d112)yalcoxi 

15 inferior, -D (CHa) 1CO) N(alquilo inferior) a, -C(0) a1qui10 

inferior, -0- (CH2) -ari1o, -0- (CH2) -cic1oa1qui10 I -0-

(Oj2) -heterocic1oa1qui1o, -c (0) 0-alguilo inferior, 

-C(0)-NH-alquilo inferior, -C(0)-N(alquila inferior)2, 2-

oxi-5-aza-biciclo[2.2 .l]hept-S-ilo a 3-oxa-8-aza-bici-

20 clo[32.11oct-8-110; 

y 

R del grupo e) pueden formar junto con -(CH2)4- Ufl 

anillo de eels eslabones; 0 

R, R, R’’ 
y 

R’’ con independencia entre Si son hidrógeno 0 

alquilo inferior; 

25 - y en Is que todos los grupos arilo, cicloalguilo, amida ci-

clica, heterocicloalquilo o heteroarilo de 5 6 6 eslabo-- 

nes definidos para In,R’’, ga’’ 
y 

R3 a R  pueden sitar 



I 
sin sustituir 0 sustituidas par use a varies sustituyen-- 

tes elegidos entre ci grupo forniado par hidroxi, =0, 

halogeno, alquilo inferior, fenilo, alquilo inferior 

sustituido per halOgeno 0 alcoxi inferior; 

nm, a, p q, r, syt son elnOmeroló2; 

x es 0, 1 6 2; 

y as 1 6 2; 

y Las sales de adicidn de Æcido farmacØuticamente aceptables 

de las mismos. 

10 2. Compuestos de Is formula I A segn is reivindicaciOn 

1, 

� 

(R3) 
- RR 2 

R IA 

en a que 

BeRl  hal6eno, -OR1 ,-5R1 cicloalquilo, amida ciclica, 

15 heteracicloalquilo, arilo 0 heteroarila de S 6 6 esla-- 

bones gus contiene uno, dos a fees heteroatomos elegidos 

entre ci grupo formado per oxigeno, azufre a nitrogeno; 

eon hidrO9ano, alguilo inferior, alguilo inferior 

� sustituido per halOgeno, -(CH2)-cicloa1qui10 0 

20 arilo; 

es -s (0 1-alquilo inferior, -s (0) 111H-alquilo 

inferior, NO2 a CN; 

Ri as hidrOgeno, hidroxi, halogeno, =0, alquilo inferior, 

cicloalquilo, heterocicloalquilo, alcoxi inferior, CN, 

25 IC21 NH2, arilo, heteroarij.o de 5 6 6 eslabones que 



2/ 
contiene one, dos a tres heteroatomos, elegidos entre �1 

qrupo formado por oxigeno, azufre 0 nitrOgeno, -NE-- 

alguilo inferior, -N(alquilo inferior)2, amida ciclica, 

-C(0)-amida ciclica, 8-aiqui10 inferior, -(012-alqui10 

S inferior, alqui].o inferior sustituido per halôgeno, 

alcoxi inferior sustituido per hal69eno, alquilo 

interior sustituido per hidroxi, -0- CH2)-alcoxi 

inferior, -0(CH2) yCe (0N (a IV’ J.o inferior) 1 -c (0) -alguilo 

inferior, -0- {CH2}-ari1o, O- {CH2},ccicloalquilo, -0-

10 (CH2}.-heterocic1oa1qui1o, -C (0) 0-alquilo inferior, 

-c (0) -NH-alquilo inferior, -C (0) -N (alquilo inferior) 2, 2-

oxi-5-aza-biciclo [2.2.1] hept-5-iio 0 3-OXa-8-aza-bici 

cm (3.21] oct -8- ilo 

R y R’ , con independencia entre Si, son hidrogeno 0 alquilo 

15 inferior; 

y en in que todos its grupos arilo, cicloalquilo, amida ci-- 

c15.ca, heterocicloalquilo a heteroarilo do 5 6 6 es1abo 

fleE definidos para R1, R2, R1 y R3 pucden ester sin 

sustituir 0 sustituidos per uno 0 varies sustituyentes 

20 elegidos entre ci grupo fonnado por hidroxi, 0 

halthgeno, aJ.quimo inferior, fondle, aicjui].o inferior 

sustituido per haldgeno 0 alcoxi inferior; 

n es ci odmera 1 6 2; 

x es 0, 1 6 2; 

25 Y as 1 6 2 

y las sales de adicion de Æcido fanuacØuticamente aceptabies 

de Inc mismos 



/ 

2/ 

3. Conipuestos de is fthniuia I B segdn la reivindioacidn 

C 

en la que 

S R1 es halogeilo, -OR cicloalguilo, amida cc1ica, 

heterociciaaiquilo, arilo a heteroarilo de 5 6 6 esla-- 

bones que contiene uno, dos o tres heteroatomos elegidos 

entre ci grupo formado por oxigeno, azufre 0 niLrdeno; 

son hidrógeno, aiquilo inferior, aiquilo inferior 

10 sustitutdo for ha16geno -(CH,).-cicioalquilo 0 

arilo; 

es -SW)2-aiquiio inferior, -sO)2NH-a1quilo inferior, 

NOt 0 CM; 

y on Is que ci Atonia adicional del aniito N de is amina 

15 biciclica puede estar disponibie en forum de so Oxido 

H4
 in hidrogeno, hidroxi, haiªgeno, O, aiquilo inferior, 

cicioalquilo, heterocicloalquiio, aicoxi inferior, CM, 

NO2, NO2, arilo, heteroarilo be 5 6 6 eslabones one 

20 contiene one, dos o free heteroÆtomos, eleqidos entre ci 

grupo formado por oxigeno, azufre 0 nitrOgeno, -NH-- 

aiquilo inferior, -N(aJ.qujj.o inferior)2, amida ciclica, 

-C(0)-amida ciclica, S-aiquiio inferior, -9(0)2-aiqui10 

inferior, aiquilo inferior sustituido por halógena, 



H 
2/ 

� alcoxi inferior suetttuido 9cr halö9eno, aIaULlO 

thferior sustituido for hidroxi, -0-(CH2}-a1coxi 

inferior, -0CH2)yC(0)N(alqui1a inferior) -C(0) -alquilo 

inferior, -0- (CR2) c-arilo, -0- (CH2) cic1oa1quilo, -0-

5 (CH1)-heterocic1oalquilo, -C(00-a1quilo inferior, 

-C(0}-Fm-alquiio inferior, -C(0)-N(alquilo inferi0r)2, 2-

oxi-S-aza-bicicloc2.2a]hept-5-110 0 3-oxa-8-aza-bici-

do 12 .2. 1] oct-S-ho; 

R y R’ con independencia entre of, son hidz-6eno a aiquilo 

10 inferior; 

y - 

en is que todas los groper arila, cicloalquilo, amida ci-

clica, heterociclaalquilo 0 heteroarilo de 5 6 6 eslabo-- 

flea definidos pan Rt, R2’ R’’ V R4 pueden estar Sin 

sustituir 0 sustituidas per one 0 varies sustituyentes 

15 elegidos entre el grupo foniado per hidraxi, O, 

haidgeno, aiquilo inferior, fenilo, aiquilo inferior 

sustituido per haidgeno 0 alcoxi inferior, 

m of el ndniero 1 6 2; 

x es 0, 1 6 2; 

20 y es 1 6 2; 

y 

las sales de adición de Æcido farmaceuticamnte aceptables 

de los mismos. 

4. Campuestos de If fórmula I C segUn 19 reivindicacion 

C 

- R H 
R2 25 I C 



2/ 

enlasee 
/ 

Rt Cs halogeno! -OR ’,-SR1 f cicloaiquiio, amida ciclica, 
heteracicioaiquilo, arilo 0 heteroarij.o de 5 6 6 esla-- 

bones gue contiene uno, don a tres heteroitomos elegidos 

S entre ci grupo formado for oxigeno, azufre 0 nitroeno; 

R2 /R1 son hidrogeno, aiquilo inferior, alguilo inferior 

sustituido por ha16eno, -(CH2)-ciCloaiquiio o 

an .0; 

en -5(01 1 alquil.o inferior, -s (0) 2NH-aiquiio interior, 

10 NO2 0 ON; 

y en la one or Atoms adicional del aniiio N de is amina 

biciclica puede estar disponibie en forma de In thxido 

CN-

cc hidrageno, hidroxi, haithgeno, =0, aiquilo inferior, 

15 cici.oaiquiio, hetarocicioaiquiio, aicoxi inferior, IN, 

NO2, NH2, ariio, hetaroariio de 5 6 6 esiabones que 

contiene uno, dos o tres heteroAtonios, elegidos entre of 

grupo fon,ado per oxteno, azutre 0 nitr6eno, -ml-- 

aiquiia inferior, -N(alcjuilo inferior)2, amida ciciica, 

20 -C(0)-amida ciclica, 5-aiquilo inferior, -SO)2-aiqui10 

inferior, aiquilo inferior sustituido nor haidgeno, 

aicoxi inferior sustituido for halaqena, aiquilo 

inferior sustituido per hidroxi, -0- (OH2)-aicoxi 

inferior, -0(CH1)C(0)Naiquiio inferior)11 -0(0)-aiquilo 

25 inferior, -0- {CH2 - ariio -0-(CH2) ,-cic1oaiquiio, -0-

(cH2-heterocicioaiquiio, -C(0)O-alquiio inferior, 

-c (0) -NU-aiquilo interior, -c (0) -N(aiquiio inferior) 2’ 2-



oxi-5-aza-biciclo [2.2.1/Ps-i10 a 3-oxa-8-aza-bici-

cJ.o[3.21]oct-8-11o; 

R y Rl, con independencia enere si, son hidrdgeno 0 aiquilo 

inferior; 

5 y en Is que todos los gnapos arilo, cicloalguila, amida ci-- 

ciba, heterocicloalguilo a heteroarilo de 5 6 6 eslabo-- 

nes definidos been R1, R1’, R1 y R5 pueden estar sin 

sustituir 0 sustituidos par uno 0 varias sustituyentes 

elegidos entre ci grupo forrnado par hidroxi, =0 

10 haidgeno, aiquilo inferior, fenilo, alquilo inferior 

sustituido par haldgeno a alcoxi inferior; 

0 eselnünierolO2; 

X

 

es 3, 362; 

Y eslo2; 

15 y las sales de adicidn Is Æcido farmacØuticamente acepables 

de los misteos. 

, Compuestos de Is fdrmula I ID segQn Is reivindicacidn 

0 R’ 

ID 

20 an is que 

Rl as haldgeno, -OR’,-SR1’, cicloaliilo, amida ciclica, 

hetteracicloalquilo, arilo o heteroarilo de 5 6 6 eS1a 

bones one contiene use, dos 0 tree heteroitamos elogidos 

antis ci grupo formado par oxigeno, azufre 0 nitr6gen0 



I 
Rl /R1 son hidrógeno, alguilo inferior, aiquilo inferior 

suotituido par haiógeno, -CH2)-cic1oa2qui10 0 

arilo; 

Cs -S{O)2-alquilo inferior, -S(0)2NH-alquilo inferior, 

NO2 0 CN; 

y an Is We un &conlo adicianal del anillo N as is amini 

biciclica puede estar disponible en forma de su Oxido 

CN-

Cs hidrOqeno, hidroxi, haled one, O, aJ.quilo inferior, 

to cicloalguilo, heterocicloalquilo, alcoxi inferior, ON, 

NO2, NH3, arila, heteroarilo de 5 6 6 eslabones We 

contiene uno, dos a tres heteroitomos, eleqidos enure el 

grupO formado par oxigeno, azufre 0 nitrooeno, -RH’ 

aiquila inferior, -R(alquilo inferi0r)21 amida ciclica, 

15 -C(0) ’-amida ciclica S-atquilo inferior -5(0) 3-alquilo 

inferior, alquilo inferior sustituido par haJ.Ogeno, 

alcoxi inferior sustituido par halOgeno, aiquilo 

inferior sustituido par hidroxi, -0- (CI42)-a1c0xi 

interior, -OKCH,C(0)N(a1quiLQ inferiorh, C(Q)-alqullQ 

20 inferior, -0- CH2) -ari 1° -0- Cll2) .cic1oa1quilo, -0-

(CH2) ,-heterocic1oaiqui1o, -C (0) O-a].quilo inferior, 

-C(0)-NH-alqui].o inferior, ’-C(0)-R(alquilo inferior), 2-

cxi -5 -aza-biciclo [2.2 1] hept -5-lao 0 3 -oxa- 8-aza-biai - 

do [3 .2. 1] oct-a-il.o; 

25 R 
y 

R’ can independencia entre si, son hidrOgeno 0 a1iilo 

inferior; 



/ 

y en Is qua todos Ion grupo arilo, cicloalguilo, amida ci-- 

clica, heterocicloa].quilo 0 heteroarilo de 5 6 6 eslabo-- 

nes definidos pore R, R, R1 y a &° pueden estar Sin 

sustituir a sustituidos por uno 0 varios sustituyentes 

5 elegidos entre el grape formado por hidroxi, =0, 

halOgeno, aiquilo inferior, fenilo, alguilo inferior 

sustituido por halÆgeno 0 alcoxi inferior; 

p as ci. nmero 1 6 2; 

x as 0, 1 6 2; 

10 y as 1 6 2; 

y las sales de adicion de aside farmaceuticamente aceptables 

de los wisnos. 

6. Cornpuestos Us is fOrmula I S segdn Is reivindicaciOn 

1 

IE 

en If qua 

Cs halógano ,_OR’,-SR1  cicloEliquilo, amida ciclica, 

heterocicloalguilo, arilo a heteroarilo de 5 6 6 solo -

boned que contiene uno, dos o tree heteroÆtomos elegidos 

20 entre el grupo formado por oxigeno, azufre 0 nitrOgeno; 

R1 /R1 son hidrOgeno, a].quilo inferior, alguilo inferior 

sustituido par halOgeno, -(CH2)-cic1Oalqui10 0 

arilo; 

as -so)2-a1qui10 inferior! -S(o)aNH-alquilo inferior, 

25 NO2 a ON; 
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es hidrOgeno, hidroxi, ha16geno O, aiguilo inferior, 

cicloalquilo, heterocicioa1quilo alcoxi inferior, CN, 

NO,, NH2, arilo, heeroarilo de 5 6 6 esiabones gue 

contiene one, dos o tree heteroitomos, ele9idos entre el 

grupo forruado par oxigeno, azufre a nicrogeno, -NH-- 

aiquilo inferior, -N(alquiio inferi0r)2, amida ciclica, 

�-C(0) -anhlda ciclica, S-alquilo inferior, -S0)2-a1quilo 

inferior, a1ai10 inferior suetituido pot halógeno, 

alcoxi inferior sustituido for halógeno, aiquilo 

10 inferior suetituido par hidroxi, -O-(CH2)-alc0xi 

inferior, -O(CH2)C(0)N(aiquilo interior)?, -0(0)-aiquilo 

inferior, -0- (CH) e-arilo, -0- (CH) -cici0a1qu11a, -0-

(CH2)-heteracicioa1quilo, -C(0)0-aiquilo inferior, 

-C(0)-NH-alquiio inferior, -C(o}-N(aiquilo inferior)1, 2-

15 oxi-5.-asa-bicicio[2.2a]hept-S-ilo 0 3-oxa-8-aza-bici-

010 .2 

y 

R’ del grupa e) pueden former junto can -(CH2)4- in 

anillo de seis eBiabones; 0 

R, R’, R’’ y R’’’ con independencia entre ci son hidrOgeno 0 

20 aiquilo inferior; 

y en is que codas los qrupas arilo, ciclaaiquilO, acids ci-- 

Clica, heterocicioalguiio a heteroarilo de 5 6 6 esiabo-- 

nec definidos para xl, R1’, R1  
y 

i’ pueden ester sin 

sustituir C sustituidos pot \mo 0 varios sustit-oyentts 

25 eieidos entre el gripe formado par hidroxi, O 

haidgena, aiquilo inferior, feniio, aiquiio inferior 

sustituido per halOqeno 0 alcoxi inferior; 

cc ci nQmera 1 6 2; 
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’C as 0, 1 0 2; 

y eslO2; 

y las sales de adicjOn de Æcido farmaoØuticamente aceptables 

de los mismos. 

5 7. Compuestos de Is formula IF seyün la reivindicacion 

1 

(R5r 

en is qua 

0es
 hal6qeno,-OR-SR2 cicloalquilo, amida ciclica, 

10 heterocicloalquiio, ari].o a heteroarilo de 5 o 6 asia-- 

bonee qua cantierle one, dos o fees heteroÆtomos elegidos 

entre el grupo formado per oxi3eno, azufre 0 nitrógeno; 

R1/RL son hidróqeuo, aiquilo inferior aiquilo inferior 

eustituida per haidgeno, - (CRI) -ciciaa1quilo 0 - (CU,) - 

arilo; 

RZ as -S(0),-alquilo inferior, -S(0),NH-aiquilO inferior, 

NO, 0 CN; 

P8 hidrageno, hiaroxi, ha1oeno, O, aiquilo infertor, 

cicloalguilo, heterocicloaiquilo, alcoxi inferior, IN, 

20 N011 NH,, arilo, heteroarilo de 3 6 5 eslabones qua 

contiene one, dos o tres heteroitomos, elegidos entre el 

grupo farmado per axigeno, azufre a nitrogeno, -NN-- 

aiquito inferior, -Na1qai10 in!eri0r,, amida ot1ica, 

-C(0)-amjda ciclica, 5-aiquilo inferior, -S(0)2-alquiia 

25 inferior, aiquilo inferior susticuido per halOgeno, 

alcoxi inferior sustituido per halogeno, aiquilo 



inferior sustituido par hidraxi, -O-{Cfl2)-a1coxi 

inferior, -O(CH2)C{O)Na1quil0 inferior)2, -C(0)-alquilo 

inferior, -0- (CH2) -ariio, O- (CH1)rcicioalquilo, 0 

(CH1-heterocicioalquilo, -c (0) 0-alquiio inferior, 

5 -C(0)-NH-alquilo inferior, -C(0)-N{a].quiio inferi0r)21 2-

oxi-5--aza-bicicio 12.2.1] hept-5-iia a 3-oxa-B-aza-bici-

do [3.2.1] oct-8-ilo; 

y en is one lodes los grupos arilo, cicioalqui].o, amide, ci-- 

clica, heterocicioalquiia a heteroarilo de 5 6 6 esiabo-- 

10 nes definidos pare RI, R’’ y RB pueden ester sin 

sustituir 0 sustituidos per uno 0 varies sustituyentes 

elegidos entre el grope formado par hidroxi, O, 

halogeno, aiquilo inferior, fenila, alqui].o inferior 

sustituido par haldgeno 0 aicaxi inferior; 

15 r eselndmeroaO2; 

x Cs 0, 1 6 2; 

y esiO2; 

las sales de adiciOn Be acido farmaceuticamene aceptabies 

de los alismas. 

20 8. compuestos de Is fôrmuia I 0 segdn  Is reivindicacion 

1 

(R), 

\ N 

IC 

an Is one 

25 R1 SB haidgena, _ORh,SRt’, cicioaiquilo, amida ciciica, 

heterocicloalqui].o, arila a heteroarilo Be 5 6 6 esla-- 



H: 
bones que contiene uno, dos 0 tres heteroatomos elegidos 

enre el grupo, formado for axieno, azufre 0 nitrógeno; 

R1 /R: son hidrogeno, alguilo inferior, aiquilo inferior 

sustituido per halôgeno, - (CH2) -cic1oa1qui10 0 - (CR2) - 

S ariio; 

R2 es -8(0) 1-alquilo inferior, -S (0) 2NH-aiquiio inferior, 

NO2 0 ON; 

p9 es hidrôgeno, hidroxi, haidgano, O, aiquii.Q inferior, 

cicioalquilo, heterocicioa1qui10 aicoxi inferior, ON, 

10 N011 Nil,, ariio, heteroarilo de 5 6 6 esiabones que 

contiene one, dos o tree heterotomos, eiegidos entre el 

grupo formado par oxigeno, azufre 0 nitrógerio, -NH-- 

aIquilo inferior, -Th(a1qui10 inferior)2, amida ciclica, 

-C(0) -amida cc1ica, S-alquiio inferior, -s(0)2-aiquiio 

15 inferior, aiquilo inferior sustituido per haiÆgeno, 

aicoxi inferior sustituido per haiOgeno, aicjuiio 

inferior sustituido for hidroxi, -O-(CH:)y-aiCOXi 

inferior, -O(CH2)C(o)N(aiqui10 inferior),, -C(0)-alquiio 

inferior, 
-0- (CR2) e-ariio, -0- (CH,) -cicioa1quiio, -0-

20 CH),,-heterocicioa1quflo, -C(0)0-aaquilo inferior, 

-C(0)-NR-alquilo inferior, -C(0)-N(alquiio inferior)2, 2-

oxi -5 -aza-bioicio L2 .2.11 hept-5- ilo 0 -oxa- B -na-Mci - 

cio[32,1]oct-8-iio; 

y 

en ].a pie el 9t000 adicional del anij.io N de In amina 

25 biciclica puede estar disponibie on forma de so oxido 
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y Be la clue tados Ins grupos exile, ctc1oaLquiLo nida ci-- 

clica, heterocicloaiquilo 0 heteroarilo de 5 6 5 eelabo-- 

nes definidoe pan R2, .Rt, R y R pueden estar sin 

sustituir a sustituidos por one 0 varios sustituyentes 

5 elegidos entre ci gnipo tornado par hidroxi, O 

ha16eno, alquilo interior, fenilo, aqui10 inferior 

susdtuido por halógeno a alcoxi interior; 

0 CS Si ndniero 1 6 2; 

x eeo, 162; 

10 y as 1 6 2; 

y las sales de adición de acido farmaceuticamente acepta1es 

de lie mismos. 

9. Compuestos de Is fdrmula r H se9üri  Is reivindicci6n 

0 

Nc? 

15 R IH 

eniaque 

RI es halogeno, .OR2,SRL cic1oalquilo amida ciclica, 

heterocicloalquilo, arilc, 0 hereroaril.o de 5 6 6 esJ.a-

bones que Contiene uno, doe o free hetgroatomos elegidos 

20 encre ci grupo formado for oxigeno, azufre a nitrOgeno; 

Rr /R1 son hidrogeno, alguilo inferior, aiquilo inferior 

suetitUido for halageno, -(CH)-cic1oa1qui10 0 

arilo; 

Be -S(0)1-alquiio inferior, -S(0)2NH-aiquilo inferior, 

25 NO2 0 CW; 



,6 12 
Cs hidr69eno, hidroxi, halÆgeno, =0, aiquilo inferior, 

cicloalguila, heterocicloalquilO, aicoxi inferior, CN, 

NO2, Nil2, exile, heteroarilo ac 5 6 6 esiabones que 

contiene uno, dos a tres heeroStomos, elegidos entre el 

S grupo formao per oxigeno, azufre 0 nitrOgeno, -Nil-- 

aiquilo inferior, -N(alquiio inferi0r)2, amida ciclica, 

-C(0)-amida oiciica, 5-aiquila inferior, -S(0)2-a1quiio 

inferior, aiquilo inferior suetituido par haiógena, 

alcoxi inferior sustituido par halogeno, aiquilo 

10 inferior sustituida par hidroxi -0- (CH2)-aicaxi 

inferior, -0)cH2)C)O)N(a1qui10 inferiorL, -C(0) a1quiio 

interior, -0- tOil1) -arflo, -0- (CH2)-cicloaqui1o, -0-

(CH2) -heterocicioalquiio, -0(0) 0-alquiio inferior, 

-C (0) -NH-alquilo inferior, -c (0) -N (aiquilo inferior) 2, 2-

15 oxi-5-aza-bicicio[22.i]hept-5-110 0 3-oxa-S-aza-bici-

do [3 .2 1] oct-8-ilo; 

y 

on Is qua ci Ætomo adicional del anillo N de is amioa 

biciclica puede estar dispooible an forma de su oxide 

CN-

- 20 y en is que fades los 9rupos arilo, cicloaiquilo, amida ci-

ciica, heterocicloaiquilo a heteroariiO de 5 6 6 eslabo-- 

ace detinidos pars R1, y R1 puedeti estar sin 

sustituir 0 sustituidos par uno 0 varios sustituyentes 

eleqidos entre el gripe formada por hidroxi, =0, 

25 halógeno, aiquilo inferior, fenilo, aiquilo inferior 

susticuido par ha169eno 0 alcoxi inferior; 

t es ci nümero 1 6 2; 



x es 0, 1 
o 2; 

2/

 

y eslO2; 

y Las sales de aaic&6n de, &ciäo farnacØuttcainente aceptables 

de los misolos. 

5 10, Compuestos de Is fóniiula general r A segün las 

reivindicaciones 1 y 2, en la que R1 es OR’’ 1’ RL’ tiene el 

significado definido en las reivindicaciones 1 y 2. 

11. Conipuestos de Is formula general I A segdn la ret-- 

vindicaciOn 10, dichos compuestos son 

10 (S,6-dicloro-1,3-dihidro-isoinaOl-2-il)- (2-isopropoxi-5-meta-

nosulfonil - feni 1) -metanona 

rac_(5,5-dicloro-1,3-dihidro-tsoindoi-2-il)-f5-metanosulfo-

[5_metanosulfonil_2_((S)-222_trifluor-1-meti1-etoxi)-fe-

15 nil]-(5_tritluormeril-1,3-dihidro-isoindol-2-il)-metanona, 

(5, -dicloro-1,3-dit1idr0-isoindo1-2-i1) - (2-isopropilsulfanul-

5-metanosulfonil-fenil) -metanona, 

[5-metanosu1fonil_2-((R)-22,2-trifluOr-1-metiL-etoxi)-fe-

nil] H5-trifluormetil-1,2-dihidro-isoindol-2-il) -metanona, 

20 (5-cloro_6-metil_1,3-dihidro-isOindol-2-u1)-[5-metaflosulfO-

nil-2-((5) -2,2,2-trifluor-1-metil-etoxi) -fenil] -metanona, 

{5-cloro-6-metoxi-1,3-dihidro-tsoindol-2-i1)- [S-nietanosulfo-- 

nil_2_((S)-2,2,2_trifluor-1-metul-etoxi)-fenil]-metanona. 

(5-etulsulfanil-1, 3-dihidro-isoSndo1-2-il) - [5-riietanosulfonil-

25 2-((S)_2,2,2-trif1uor-1-metu1-etoxi)fenh1]-01etanOna, 

{2-isobutoxi-5-metanosulfonil-fenil} - (5-trufluormetil-1, 3-di-

hidro-isoindol--2-il) -metanona, 

4-isopropoxi-N-mei!-3- (5-trifluormetil-1,3-dihidro-iSOifldol-
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2-carbonil} -bencenosulfonamida, 

(S-cloro-6-neUl-1,3-dihidro-isoindcl-2-il) - -etanosuLto-- 

nll-2-((R)-2,2,2-trif1uar-1-mei1-etoxij-fer1il]-metanona, 

(5-c1oro-6-metil-1 3-dlhidro-isolndol-2-1l) - 2-isobutoxl-5-

5 rnetanosulfonil-fenll) -nietanona, 

(5-cloro-6-etilsulfanil-1, 3-dihidro--lsoindol-2-l1) - [5-metano-

su1foni1-2-((R)-2,22-trifluor-1-metU-etoxi)-fenh1]-metano-

ma, 

(2- isopropotci-S-Tlxetanosultonhl -tenil) - 5-Tnetoxi- 1,3 -&ihidro-- 

10 isoindal-2-i1)-mecanona, 

[15-metanosulfonfl-2_((S)-2,2,2-trifluor-1--maLll-etoxi)-fe-

nil] - (5-meLi1_-rifluormetil-1,3-dihidro-isolndol-2-il) -me-- 

tanona, 

[[5-n,etanosulonil-2-((S)-222-rifluor-1-metiL-etoXi)-fC-

15 nhl]_{s-metoxi-6-trifluormetij-1,3-dihidro-isoindol-2-il}-me-. 

tanona, 

[5_metflOSulfonh1-2_((S)-2,2,2-trif1UOr-1-meti1etOXi)fe 

nil] _(S-trifluormetoxi-1,3-dit1idro-isOifldol-2-il)-fleLanOn8. 

[5_metanosulfonu1_2_((S)_2,2,2_trifrluor-l_meil-et0xi)_fe-

20 nil] - (S - (4 -metil - tiazol -2-11) -1,3 -dihidro- isoindol -2- iii -me-- 

tanona 

5_metanosu1fonhl-2_((S)-2,2,2-trif1u0r-1-meti1-etOXi)-fe-

n11_[S_I2_meLi1_pirid1n4_i1)_1,3_d1h1dro_iOindo1_2il]-

metanoia 

25 [S_metanasulfonhL-2_S)-2,2,2-trifLu0t-1-metiL-etOX1-fe-

ni1I_[_{S_metil_tioen_3_i1)_l3-dihidro-iaoifldOl-2-i1]-me-

tanona 

[S_metanosulfonhl_2_((S)-2,2,2-trifluor-1 -met il-etOX2)-fe-
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nil) - (s_tiazol-2-il-1,3_dihidr-isoindo1-2-iaj -LTL&anatl&, 

-etilsu1fanil--tritLurvetfl-1, 3-dihidro--isoindol-2-il) - 

5_metanOsulfOnhl_2_((S)_2,2,2_trifiUOr_1-met11-etOXiJ_fE2_ 

nil] -metanona, 

(S-cloro--metoxi-1,3-dibidro-isoindoi-2-il)- [S-metanoaulfo-- 

ni1-2((R)-2.2,2-trif1uor-1-neLil-etoKiteflifl-retSflOfla 

K-cloro-�-uetoxi-1,3--di-ii-dro-isoindoi-2-ifl -(2-soutoxi-5-

meLanosulfonil-fenil) -meranona, 

(5_fluor-5-trifluormetil-1, 3.-dihidro-isOindOi-2-il} - IS -meta-- 

10 flosUlOni1_2_((S)_2,2,2_tritlUOr_l_n1eLil_etOXLtefli1fleta 

nona, 

5etoxi_6_trif1uonnetil-a,3_dihidro_isoindO1-2-Ll)-(2-iso-

propoxi -5 -metanosulfonil- ferdi -meta000a 

(5-cloro-6-uiorfolin.-4-il-1, 3-dihidro-ioindol-2-ifl - (2-isObu 

15 tax-5-metanosuLfoniL-fentU -metanona, 

S_c1oro_6_Tnrtolin_ii_1,3-djhidro-jSOindOl-3il) - (2-ciclo-

butilmetoxi -S -metanosuafonil - fenil -mennona 

2- isopropoxi -5-met anoaulfonil -fenil) - 15- (tetrahiro-pirarr-4 - 

ii) -1,3-dihidro-isoindol-2-ill-TueCanona, 

20 [_wetnosu1fonil_2_U5)_2,2,2_trif1uor_1_meti1-et0Xi)-fe-

nh1]tetrar1idro-.piran-4-i1)-1,3--dihidro-isoifldOl2-]-l] 

� metaflOfla, 

(2-isobutoxi--mecanosulfonhi-fenil)-15-(tetrahidro-piranr-4-

in -i,3-dihidro-ioindol-2-il3-metanona, 

2E 2-cic1oprop–1n1etoxi-b-metanosu1fonhl-fenil) -(5- (tetrahidro-- 

piran-4-iJj -1, 3-dj.hidro-ieoindol-2-ilJ -metanona, 

(2 -ciclobutiimetoxi- 5 -metanosulfonil -fenil) - 15- (tetrahidro-

piran-4-1l) -i,3-djhi4ro-isoindal-2-ilI-Otataflona, 
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C2- (2.2-dimatiL-prapoxU -S-cietanosu1foni1-eenfl - ES- (tetrhi-- 

ro-plran- 4 flY -1,3 -th}aj.dro- soindo2 -2-il] -nietanona, 

[5_(33-dieluor_piperidin-L-iU-1,3-dihidro-lsthndoL-2-i11-

E5-meLafloulfonll-2-()-2,2,2-trie2Uor-J-metil-etOX1)-fe-

S mU -metanorla. 

js-rnetanosulfonhl-2-N)-2,2,2-trif1uor-1-ruetil-etoxi)-fe-

nilJ_Ls_(2,2,2-trilucr-etil-2,3-htdrO--tSoindO2-2-i1}-me-

tanona, 

[S_metariosulonil-2-(KS)-2,2a-trifluor-1-metil-eCaXi)-te-

20 nit]-E(LR,5S)-5-(3-oxa-8-aza-biciclo3.2.l]oct-a-ll}-1,3-di-

hldro-lsoindol-Z-LU -netanona, 

5_inetanasulfonh1_2-((S)_2,2,2-trlelUor-2-metletOXi)-fe-

maifl- S-meti1-6- (tetrahidro-ptran-1-i1) -1,3-dihidro-isoindo-

2-li] -metanona, 

15 [5-metanosulonil-2-(KS-2,2,2-tritluor-1-mettl-etaxi)-fe-

nfl] - ES- (tetrahldro-furan-3-il) -1,3-dihidro-iSOifldDl-2-i1] - 

meLanona, 

JS-cloro-6- (tetrahldro-piran-4-llJ -1,3-dihidro-isoinol-2-

ll]_[S_ met anosu1foni1_2_((S-2,2,2-trit1oOt-1-fleti1-tOXi)-

20 fenil] -nietanona, 

[S-metanosulfonil-2- ( (S-2,2,2-tritluor-1-Thetil-etoxS) -fe-

nil] - [S- tetrahldro-plran-3-i1) -Z,3-dihidro-lsolndQl-2-il] - 

metanoiaa 

I5_metanosuuonii_2_((S)_2,2,2_trifluor-a_metll-CtOXi)-fe 

25 

IS-metanosulfonhj-2-((S)-2,2,2-trlfluor-1-metil-etoxi)-te-

nifl_(5-piridln--iL-t,3-dihidro-isOindol-2-il) -tetanona, 

IS_matanosulfonhl_2_((S)-2,2,2-trifluor-1-metil-etoxflte 



7 
rli1J-(5-feni1-1,-aii6ro-isIno-2-–1)-Thetaflcfla, 

2 2,2 -txif1uor- -metil -etoxfl -fenij -metariona, 

[S  met anosu1fonU-2-(2.2,2trif.uor-&-ThetU--etoXi)-efliflS-

S tiofen-3-11-1,2-dihidro-isoindol-2-ii) -metanona, 

cs_c tanosu&fonU-2-(2,2,2-tritauor-1-metil-etoxi.)-feflill-f5-

(4-meti1-ofan-2-i]i -L, 3-dhidro oinct-2-j1 -metanan& 

_metanosuJfonjI_2_(2,2,2_trif1uor-t-ThCtil-etOX-efliU--S-

3-ateti1-tiofen-2-i r2-d!häro-i9o1näoJ-2-i1] -metanorla, 

10 (5-(4-fluorfen*1) -t,-dihidro-isoineo1-2-iL 5-metanou1fo-

nit-2-,2,2-trsfluQx--1-mgtU-etoxi)-fenfli-metanona, 

L_(2_f1uor_teni1_,3_6idro-soh1doL_2_I1J-f5-metan0su1-

toni1-22,2,2-triUuor-1-met-etaCLl-Ceni]1--VcetaflOfla, 

_12_Tluor_fenfl)_1,3-dihidro-isoindol-2-il)-fS-flletaflOSUlEO 

15 ns1-2-(2,2,2-critLuor----neti1-etoxi)--teniU-metanona, 

(5_3,5_djf1uor_fenj1)_1,3_dihidro-isoindo1-2-11I-S-fletflO-

sulforiU-2- {2,2,2-trifluor-1-met–1--etox–) -eniJ] -niatanona, 

(5_metanosulfoni]_2-(2,2,2-tritlUot-t-mettetOXi)feflhlJrS 

3-metaxi-fenUJ-1,3-dihdrO-isOi-ndO1-2-i1i -netaz’otta, 

20 s_matanosuUonU_2_(s)-2,2,2-tflt1uor-1-r7leCit-etOfl)-fe-

nil] - -tlofen-2-it-t -4x.dro-soindo&-2-U) -metanona, 

� 15_metanosu1fonl-2-(()-2,22-tritiuor-1-mflll-eLOXU-fe 

met an on a 

2S 5_metanoau1fon–1_2_((S)_2,2,2_trlf1uor-1-meLl1-etoXl)-fe 

nil] - K5-pxazo?- 1- il-i, 3 -dihidro-isoindol -2-il -metanona, 

nil]- fs-12,2,2-trlfluor-eLoxi)-1,S-dihidro-isOindoi-2-ilJ-
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(5-clora-5- (tetrahidro_uran-3-i1)-3-dihic1ro-isoindo1-2-

enU) -metanona, 

5 rac-2-iSopropoxi-S -met anosu1foni1-fIU1) - [s- (tetrahidro-- 

turan-3-U-,dihidro-isondo1-2i1) meLanona, 

[H-metanoau1foni1-2-2,2,3,3,3--pentaflUor-prOpOXi)-e-

nil)- 15-(tetranidro_furan-3-ifl-l.3-ditlidro-Laoindol-2-fl1-

Thetanona, 

10 rac- K2-isopropoxi.-S.-Inetanosu1onil-fenSl) - 15- tetrabidro-- 

piran-3-i1)-1.3-Udro-iscinot-2-il -metanona. 

(5- dora- 6- (3 -oxa- 
a 

-aza-bicicto (3.2. t) oct- E- U) 4 3 - 

isoindo1_2-i13-[5_mecanosu1foni2-2-(2,2,3,3,S-PentSCJUOrPrO 

pcxi -tenil) -metanon& 

s rac-

nil) _(S_tecrahidra_pirax__i11,3-dhUro-iSaifläOt2-ilJ-

metanona, 

1S,4S) _5_c1ora_6_2_oxa_S_aza-bicic1o2.2.l]hePt5S1-J3 

6itLidro_isoindot_2_il)_15-metanosulfonil-2-HS)-2,2,2-trJ 

20 fluor-1-metii-etox$j-fenil)-netanona, 

(S-fiuor-.6- (tetrahidro-piran-4il) L,dibidto_–Soifl&Ol 

� il)_i5_metanosu1fOn_2_({S)_2,22-trif1UOr-1-met21etOXi) 

tEni3A -metanona, 

[5-metanosulfonil-2- KE_2,2,2-trif1ucr-1-meti1-etoXi) -fe-

25 ni1]-(5-(tetrahidro-piran-4-i1oxU-L,-dihidro-isOindO2 

ii) -metarofla, 

nosulfonh1_2_((s_22,2tri1uar_1_mettL_etoxi)_fenJ41-meta-
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tietanOna 

- tS-meta-- 

nosu1fonhI-2-(($)-2,2,2-trif1uor-t-eti1-etoxi)-feni13-Tneta-

flona, 

[S-met-

nosulfonil-2- 2.2,S,3,3-pentattuor-ropx-teni]j -inetanona, 

ID {2-isopropoxi-5-metanosultonil-fenii) - (- (tetrahidro-flran-4-

i1oxi-?,3-dth&Orp-isoiriäo1-2-i1J -rnetanona, 

15-metanosulfontl--2- (22,3 ,-pentat2uOr-ptopoXi) -2enill -[5-

tetrahidro -pr ran -4-oxi)-L3-thItro-isoil2do1-2-ili -met a --

(S) -2,2,(S)_22,

 -nietanQna, 

[$-ctaro-�- (tetrthdro-piz-an-4-iIox) -1,3-dIbidro-isaindo2-2-

UI- 2-isopropox-5-metafloSU1fOfli1-feUiU-et&nOna, 

20 1S-tluor-6-{tetrahidro-piran..4..Uoxi)-1,3-dihidro-iSOifldOl-2 

iLl - S-tuetanosu1foni2-2- (S) _2,2,2-triUuor-1-metU--etOX–) - 

fenjU -metanona, 

iLl- (2-isopropoxi--metanosutfoni1-fenU) -metanona, 

25 (5 -fluor-6- (tetrahidro-pinn-4-–1oxi -I, 3-öihith-o-tsoinäol-2-

ill _15_metanosuJonii.2_(2,2,3,3,3_peIatafiUOr_QrOPQX’_fe-

nU3-retanona o 

(5-cloro-6- (tetcaidro_piran4–2oxi)-I,?-dih!arOiSQir1dO1-2 
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{2, 2, 3,-pentaf1uor-propoxi)-fe-

n–lJ -riteLanOna. 

12. Conpucatca de la formula general I A segdn lag 

reivindicaciones 1 y 2, en los que R2 es fenilo sin sustitui 

6 o suat*tu–tho, par ejemplo Its cotnpuestos siguentes: 

{s-c1oro-6-morfolin-4-iI-l1-d.dro-1soindol--2-i1-4-meta-

nosulfonil-bifenll-2-1lJ -metanona, 

(S-c1oro-6-morfoLin-4-U-t-di5ro-isoirldoL-2-l)-{3’-

fluor-4-metanosulfoni 1 -bltenhl -2-il) -metanona, 

10 (5-c1ore_6orfo1in-4-il-1,3-oi,idra-isoindol-2-il)-(4’-

fluor-4-metanosulfonhl-biferlil-2-il) -metanona 0 

(-fl-or-4-metanosuflonh1-bifenil-2-iJ)-[-(tetrahidro-

pi ran -4-il) -1,3- din idro-isoindcl-2-i1  -met anona. 

13. Compuestos de In fOrmula general I B segth In 

15 revindicaoi6n S, dichos ocpuestoSson: 

2 -ciclobut ilmetoxi -5-metanosulfonil -fenil) - (3- trifluormet ii-- 

S,7-dihidro-prroto3,4-b)piridin--i1) -metanoria, 

{2jsobutoxf5metanosulfoflhi-fenil) - (3-trtfLUofluet*t..,7-di-

hidro-pirrolot3,4-b)piriain-6-i.1) -nietanona, 

0 f5_metanosujonhl-2-((R)-2,2,2-Lrif1uor-1-uetfl-etoXi)-f&-

nh1_3-tritluormeti1_5,7_dihidro-pirroloC3,4-bJpiridin-&-

- 

il)-metanona, 

4_fluor_4-metanosulfonh1-bifenil-2-il)-3-trif1UOtnetil-

s,7-dthLdro-pirro1o3,4-b3pizaä–n-i1) -metanona, 

25 (3.,4-difluor-4-metanosulfon–l-bifentl-2-iJJ-(3-trifluOr-

nettl-S,7--dihidro-pirrolo[3,4-bjpiridin-6-il)-metaflona. 

[5-metanosulfoni-2-(22,22.3-pentaftuor-propoxU-feni3j-3-

trluormetil-5,7-ditlidro-phrrolofd,4-bjpiridin-6-il) -meta-- 
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nona 

(5-tnetanosu1foa,il--2-(2,2,3,3-terat1uor-propo)Cfl-feflh11-(3-

-meta-- 

non’ 

5 [5-ruetanosulfonil-2-((S-2,2,2-trie1uor-k-Tneti1-etoXi--e-

- (2-metil-3-tz-IUuormetil-S, 7-dihidro-pirrOlo(2,4-b]pi-

r*din-6-tl) -metanona, 

3- (4-f1uor-tenfl-s,1-ihiro-pirroloT3,4-b1pIrdin-E-il] - 

(5-metanosulfonfl--2-NS)-2,2,2-trifluor-1-metli-ELOXI)-fe-

10 n1ZI-metariona 

_nletanosu1fonh1_2_((S)_2,2,2_ErifluOr_1_fl1et1t_etOXi)-fe-

i1)-metnoirn c, 

[2_(4_f1uor-fenj1)_S,7_dihidro-pirro1o[34-b3p1ridia-6-1li-

25 [5_atanosuLfont1_2_(9_2,2,2-trf1uOr--1--meti1-etoxU-te-

nu1 -metanona. 

4. Compuestos de la fórtnu].a general IC sesn la 

reivindtcaci6n 4, dichoo campuestos Son: 

(2-ciciobutilraetoxl-5-metanosulfonhl-fenil) - {6-trjfluornetil-

20 1.r.dihidro-pirraLo(3,4-cpiridirx-2-i1)--meanDna, 

4]_f1uor_4_metanosu1fani1-bifsni1-2-i1)-‰-trif1UOflfleti2-

1,3-d–h1dro-prro1oI3,4-cIpiridin-2-i1i -meanona, � 

3’ , -&ifl-aor-4Tnetanosultonhl-bifeni1-2-fl) - (6-trifluor-

metil-1,3-dlhidro-pirrolofa,4-c]pirid–fl-2-i1)-metaflOfla, 

25 [s_metanoau1fonL1_Z_,2,2,3,Z_pent&fluO-praPDXen].l)-6-

trj.rtuarmeti1t,3dthidropirro1o12,4CJpiridjn2i1)-meta-

flona, 
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triuor1nettr-L, 3-dihdro_pilfo1o(3,4-c]pirid*n-2-ia) -meta-- 

nona 

C4-fiuor-terlfl) -i,3-dihidro-pirroo(.4-cIpiridin--iiI - 

5_(uet3nQsu1fon-2-{(s)_2,2,2-trtLuor-i-metil.-etoxi)-fe-

S rijj)-metanona 0 

£S-rnstanosu1fonh1-2-NS)-2,2,2-rif1uor-1-me–l-etoxU-fe-

rUil - (6-moreoLin_4_i1-i,3-d–hidro-prro1of3,4-c)pirIdin-2-

SI) -metanona. 

IS- Cornpuestos de la rOrtnula general I 0 segdn is 

10 reivindicación  5, diC405 copuestos son 

5-metanosuifonSI-2_NS)-22,2-triflUor.-1-tl1eti1-etOXU-fe-

�(2-tri1uormetS1--s,-1h1äro-pirroiof3,4-d1pirSmidin-6-

SI) -nietanona, 

2-isopropoxi--S.-metanosulfonhl-fenS1)- (2-trifluormeLli-S,7-

1 dihidro-pirroLo,4-d)pSrtnidin--iU-metanofla 

(4-metanoeulfonhl-b–fen–i--2-11} - 

(2-trlfluormetSl-S,7-dthtdro-

p–rro1cc3,4-d3p–r–1nioin--U) -metaflofla, 

(2-Ssopropoxs-S-metanosulfordr-eeuSl) -(2-neti-S1-dihidr0-

pirro1o,4-d)pirimidin-5-S1) -mecanorra 0 

20 -matanoeuLtcnil-2-K-2i2,2--trSf1uor-1-meti1-et0Xi)-fe 

ni21_(2n1etSl_5,7-dibSdro-pirro1o[3,4-dIp1r1midin-�-iU-Wta-

. nona. 

- 15- Campueeos de la fórula general I Z Següfl  la xci-

vind&cacón 6, diclaoe compuestos son; 

25 1- (4-matariosuitenil-benil-2-carboni1) - 3-dIhldro-iri-indol-

4-carbonStrilo, 

metil ester del âcjdo 1- [S-metanosuifonhl-2- 

trfluor-1-meti1-etoxi) -berizoifl 2,-dihidro-1H-Srldo1-4-
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carboxIJ.co 

nietil ester del gCido 1-{2-–sopropoxi-S-aetanosu1foflhl-

benzolr) -2, 3-dihidro-1H--indol-4-carboxIlico 0 

(4-browo-2,3_d–idro-indo1-1-i1-15-metanosuU0flh1L-2-HS) 

S 2,2,2-triUu0r-1-metil-etOxi)-fefl1l1-(Tleafl01a. 

1). Compuestos äe la tormula general I F oegft la 

reiVifldicaciófl 7, dioho compueStos SOfl 

(s_brctro-jndo-L-*U-(5-metanosu1forlS1-2-((S)-2.2.2-trifluor-

1eti1-etotci-ferlit) -mtanona, 

10 1_f5_metanosulfonll_2-((S)_2,2,2_trifluor_1-metit-etOXi)befl 

zoil] -1M-lndol-6-carbonstrllo, 

(6_cloro_iudol_:_i1)_tS_metanosutfonhl_2_({S)_2,2,2-trlfIUOr-

1-metfl-etoxl)-fenilj -metanona 0 

(4-bromo-Indol-1-il) - 15-metanosulfonil-2- (2,2 2-triftuort-

1 metil-eto,dj-tenil3-netanona. 

18. CompuesLos de la fôraula general I G seS?n la 

revndicaol6n 8, dichos compuestoa a0n 

fS-metanosulfoflhl-2((SL2,2,2trit1U0D1-fletil-etOXflfC-

nh1-(S-nitro--lndazol-1-1l)-meCanona, 

20 K_cloro_indzo1_I_I5_mecanou1fonhl-2-({S)-2,2,2-tri 

eluor-1-meti1-etox-fnj.fl-cetanona 0 

s,7_thc1oro_sndazoL.1_siy_s_ruetanosu1fonS1-2-HS)-2,2.2-

rriftuor-t-uiet–l-etoxI -teril1 -rustanona. 

19. CoMpuetos de la fórmula general I H, dicho 

25 oompue2to Cs: 

(S.6-dimeLi1-benzoiPaidazo1-1-il - S-TnetaflOSU1tOfliL2 (9) - 

2,2,2-Lrif1uOr-1-metiI-etOx) -fenlfl -metartona. 



20. in proce3o para In obtención do un compuesto de la 

formula U dafirUdo en Ian reiviudtcaclones de 1 a 19 dicho 

procesa consiste en: 

a hacer reaccionar compuesto da la fOrmula 

NH 

5 U 

elegido entre ci grupo formado nor 

R4jfMçNH N NH 

El  R 

H 

NH 
(R)H1%J?KR 

II F 

(R 

’ID RR flE 

(Re), 

10 II G U � 

con Un compuesto de la fOrmula 

en presencia de ma agente activador, por elemplo el TSTU, 

IS para obterier nn coirwuesto de is fOrmula 

que Sncluye las estructuras slguientes: 



/vo 

o H1 0 R 

- 
2 

R 

o C R1 

(R) 
- 

’ 
A 

H 

(R’I 
R 

(R)i 
A’

 

(R5 
R° 

(R1 oil 
0 . C  

H2 

en las gue las definciones Se han establecido en is 

reivindtcación 1, 

0 

b hacer reaccianar compueeto de la fórmuia 

halh ha) 

hal 

N 

w . 

(R) 
IVAO VB a 

(R TV  

A6’ N 
20

 

IVD 

en las ciue hai es Un grupo halogeno, por ejeroiplo 8r C) Cl, 

con Un corpuesto do la fOrnuta 



/7.1

 

V 

en presencia de uris base, por eemp10 haruro sôdtco, 

pars obtener Un compueso de las fórmulas 

0 

c5N  
(RL R2 R Iso 

C C R’ 

c 5 

en las que be susLituyentes tienen Los ainificados dei-- 

nidos en is reivindic&c*on 1, V si Sc desea, en convertir 

las cou’puestoo obtenidos en sales de adicidn de Acido 

farmaceuticatuerLte aceptables. 

10 21. tIn compttesto segQn una ouatquiera de las tevin-

dicaclones de 1 a 29 cuando se obtiene por on proceso ret-- 

vindicado en is 20 0 por Un mØtodo equivalextc. 

22, Tin aedicamento qte cont&ene uno 0 varios coItpUeSO9 

reivindicados en una cualquiera de las reivindicaciones de I 

is a iO y excipienes faniacduticaments aceptables. 

23. Un edicamenro sagæn la reivindicaciOn 22 para el 

tratamiena de entermedades, basado en un inhibidor de 

absorcidn de glicina. 

24. Un medicamento segun is reivindicaolOn 23, en ci 

20 que tao enferoedades son is psicosis, el dolor, la disfuncian 

de la memoria o del aprendizaje, la esquizofrenia, la 



H z 
derneucia y otrs ener,nedades an las qua los procesos 

coqnitivos estÆn trastoruaoS, par jenplo loo trastornoł por 

dŒflcic de atenclOn 0 la enferruedad de Alzhejuter. 

25, a). use de no compueso reivindloado an una 

cua].quera de las rev&ndicacloriea de 1 a 19 pars la 

fabrlcaclOti de tuedicanentos deatinados al tratanilento de la 

psicosis, el dolor, is distuncidn neurodegenetativa de is 

mSnlOrIa C del aprendizaie, In esquizofrenia, la deerica y 

otras enfenedades an las qua lea procesos coqoitivos estin 

10 traflornados, per ejerRpio los trastornos por deect de 

atencidn 0 is snteredad de Paz1a&mer. 

26. La invenciOn tal come Sc ha descrito 

[I 
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Claims 

I. Cothponhds ofgenerai formma 

her 

wherein 

R’ is halogen�Ok’, -SR’, cyc!oaDqd, cyclic arnide. heteroqdoalk1, aryl or 5 -or 6-

membered heteroaryl, containing mae, two or tree heteroatoms, selected from the 

group consisting of oxygen, sulphur or nitrogen; 

� R"/l<’are hydrogen, lower al!q4, lower allql substituted by halogen, �(CF12)ccycloalkyl 

or 

Is R2 is�S(0)2iower alkyl. �S(OhNl4-lower ailcyl, NO2 or CN; 

hot  is an aromatic or partially aromatic bicyclic amine, which may contain One or 
two additional N-atom, selected from the group consisting of 

R54)_ (R’)iIt 

15 HR a) R R bI R 

too 

(R5N 

d)  

(R’).�CO (RIO)I-OL,> 
h) 

20 and wherein one additional N-ring atom ofthe aromatic or partially aromatic bicyclic 

amine may be available in form of its oxide 

Ili to ItIO are hydrogen, hydroxy, halogen. =0, lower alkyl, cycloalky, 
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heterocycloatkyL tower alkorj, CN, 1’tO, Ni2, a,yl, 5-or moustersedhetermaryl ar 

containing one, two or three heteroatoms, selected from the group consenting of 

oxygen, sulphur or nitrogen, -NH-lower alkyl, N(toxver a!kyI)2 cyclic amid; 

-C(0)-cydc amide, S -lower allql, -S(0)a-Jower, alicyl, lower a]lcyl substituted by 

5 halogens tower alloory substituted by h!ogen, lower alkyl mstituted by hydro’. 

-0-(GH1)y-lower ailcoxy, -O(CFIa)rC(0)N(Iower allcylh, C(0) -lower alkyl, 

.-O-(CH1)-aryl, -0-(CH2)ccycloalk J, -O-((1Iia)-heterocycloal]cyI, 
-C(0)0-Xrnver alkyl, -0(0)-NH-lower aliqa. -C(0)-N(Iower alkyl)i, 

2-oxy-5-aza-biqdo 2.2.1 lhept-5 -yt or 3 -on-8-an-bicydoS 2.1 oct-S--11L 

11 R and R’ in group C) may toni together with -(CHah- a six membered ring; or 

R, W, R" and It" are independently frura each other hydrogen or lower alkfr 

and wherein all aryl-, cycloulky!-, cyclic amid; heterocycloalkyl- or  or 6 membered 

heteroaryl groups s d�ect fos Ri, i’, k’and R5 to R’° hey be unsubst*uteâ or 

substituted by one oranore substituents selected from the group consisting ofhydroxy, 

5 =0, halogen, lower alkyl, phenyl, lower aIlq’l substituted by halogen or lower alkom 

a,m,o,p, q,r,s and tare I or 1; 

is 0, 1 or 2; 

)’ is1or2; 

and to pharmaceu&ally acceptable acid addition salts thereof 

20 

2. Compounds of formula IA according to claim I, 

(R R IA 

wherein 

R’ .sha1ogen, -OR", SRL’, cycloalkyl, cydic arnide.heterocycloalkyl, aryl or 5 -or 6-

25 membered heteroaryi, containing one two or three hetesoatorns, sdrcted {rorn the 

group consisting oforygyna sulphur or nitrogen; 

R’ IR’ are hydrogen, lower dlq’t lower alkyl substitutdby hdogen-(cH,)rcydoalk4 
or -(CE1ak-aryI; 
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7233-
R i"(012  alk,t S(0)aNH-lower alkyL NC)z or CN 

is hydrogen, kydeoj. haoen, =0, Idwo, aUv,l, cyctoa&,l. 

heterocycloalkyl, Icwe al]&o, CN, NO?.Nh2. xyl, 5-01 6.memberdhetiroarfl 

5 corrtaiaütg ore, vgo or three heterogoras, alected from the group connsurig of 

oxycn, su’phur or itrngerh -NR1crnet alkyl, -Nomeren alkyl)j, cyclic amide, 

-C(0)-cyclic amide, S-kwe, ZbOl, -S(0)-\o’wet alkyi, lower aReYI subsUtutedby 

haloe, lower alkort eubstitted isy halogen, lower allcyl sabstittcd by hydrorry, 

-O-(CH-owes aor/, -O(C1-%1C(C)Ntlower alky%)2, -CO)4ower alkyl, 

to �O-(CFh)raryL =O-(CF1)-cyc1oaMwl, -O-(CH4e1erocydo)I9’), 

-cçoD4oer lkyL �CçO)-N41ower alkyl, �G(0)-$Oower eThyl)2, 

2 -on yl or 3- oxa-S aza-bicydol 3.2.1] oct-Z-yI; 

R. R’ are independently from each other hydrogen or lower sllpI, 

and whtein all ty1;, tytlo’aJJtyl:, iyubc amide, htettyclb,lkyI- or  or  mstb’erdd’ 

is heteroaryl groups as defined for R’, 1<1, It’ md It3 may be unsubstituted or substituted 

by one or more subsrftueots selected from the group consisting ofhydrory, O, haIoen, 

lower alkyl, phenyl, lower alkyl substitutrd by halogen or lower nIkoq 

ii is I or 2; 

,c j50,10r2; 

20 y islor2; 

and pharmaceutically accoptable acid addttioa saks theroof 

I 3. Compounds of formula IS according to claim 1 

25 wherein 

R is halogen, �OR’, -SIt", cydoalkyl, cyclic amido, heteracycloall’l, a,yl Or or 6-

me,nbercd heteroaryl, containing one, two or three heterootoms, selected from the 

group consisting of oxygen, sulphur or nitrogen; 
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(H)0 T 
ic 

whereja 

I’ is bloen,-OV2 ,-SR1, cy4caitrt, c1cicamide, heteroydojk}æ, aryl or 5-or 6-

rnemhere eteroavyt, cottain one, ro ci three heteioatorns, selected from the 

5 group conststicg cforgen, sulplrnr o, nit,oen 

It" /R’axe hydrogen, lower nikyl, lower nilq’l substituted byhalogen,-(CH2)rcyclonikyl 

or-(Cf!zi-nryk 

� 
R1 is _S(0)a.-ower aik, -5(0)2NH-)ower alkyl, NO2 or Cob 

’0 and whereiIiThedditiongfl-ring-atomcfthe biqdicamine.maybe available inform of, 

CN4 
its oxide 

is hydrogen, hydrox-y, liniogen, O, tower Oiled, cyctoalkyL 

heterocycloalkyl, lower alkoxy, CM, NO2, NH2, aryl 5 o 6-membered heteroaryt 

containing one, two or three beteroatoms, selected from the gTOUp consisting Of 

is oxygen, sulphur or nitrogen, -NH-lower alkyl, -N(lower a]kyl)z, cyclic amide, 

-C(0)-cyclic amide, S -lower ailcyt, -S(0)z-lower Jlc4, lower allcyisubtituteaby 

halogen, lower allcoxy substibited by halogen, lower alkyl subsdtutad by hydroxy, 

-0-(CH2)y-lower adcoxy, -0(CI-12)C(0)N(lower lkyi)t, C(Q)-lower alkyl. 

-0-(CH1)rarvl, -O-(CH,i(-cycIoaIIcyl, _O-(Clh)rheterocycloaikyh 

20 -C(0)O-lower ally], -c(0)-N -lower alloy], -C(0)-N(lower IIq’I)z 

3-oxy-5azabic)clo[2.2.11hept-5-yl or 3_oxa8-aza_bicycto3.21 oC8_yl 

K, B’ are ndependentiy from eaØh other hydrogen or lower aiicyl; 

and wherein all aryl-, cycioalkyl-, qclic amide, heterocydoalkyl- or 5 or  membered, 

heteroar$ groups as defined for R, RI), R’ and R5 maybe unsubstitnted orsubstituted 

25 by one orjnoresubstituents celected from the group consisting ofliydroxy, O. halogen 

tower allq’I, phenyl, lower alkyl substituted by halogen or lower a1Jcox 
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0 isLor2 

x is0,1or2 

y islor2 

and phatmaceuticMy acceptable acid addition salts thereof 

5. Compounds offormulal C) according to claim 1 

0 

(R) R2 jr, 

wherein 

R’ ish1ogen-OW,-SlttcdoaUcydicamie,heterydoaikyl,ar 0r5-or6-

membered hetroaryJ, cont)ajrlir.g o’e, v,ro ot thrw heteroatoms, selected from the 
group consisting ofoqzea, Mphur Or nitrogen; 

/R’-
 
are hydrogen, lower alkyl lower aTIcy[ sabstbayeed by balogen -tC}i2)x-cydoalkyl 

or -(C141)ary1 

R2 is-S(Oh-!oweraflcyl -S(0)zNH-lower.lkyl. NO2 or  

15 

and *herein one addihooaf N-ring atom of the bicyclic amine maybe availabLe in form of 

� its oxide 

K6 is hydxogen, hydroq’, halogen, =0, lower aThyl, cycioaUcyl, 

heterocdoa1ky, lower aikov, CN, NO2. NH1, aryl, 5 -or 6-membered heteronyt 

20 containing one, two or three heteroatiors, selected frQm the group consisting Of 
oxygen, sulphur or nitrogen, -NFl-lower alkyl, -NOower alkyi),. cydic anie 

-C(0)-cyclic amide, 5-lower aficyl, -S(0)z-lower Art, lower al&l abstituteâby 

halogeo, lmver atkoxy substituted by halogert lower akI aiibslimzed byhydroxy, 

-0-(CH2)7-lower slkoxy-O(CRz),C(OçIower alkyfl2, -C(0)-lower alkyl, 

25 -O-(CKa)raryl -0-(CR,)x-cydoa1c4 -O-CHz)1ieteroq’cIoa]ky1 

-C(0)()-Iosnr alkyI, -CM-NH-lower alkyl, -C(0)-N(lower alk$)2, 

2-cy-5-az-bicydoJ3.2.J.]hept-5-yI or -oxa-$-aza-hicyclo [3.2,1loct-8-yl; 
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are independeaty, from ea.ci other bydicgon or lower aBqd; 

and wherein all ar1d-, cycloallcyl-, cyclic amide, heterocycloalkyl- or  or 6 membered 

hetcroaryl groups as defined for R’, R’, R’ and or ’0 R° maybe unsubsUtvted or 

sutitated by one or more substituents selected from the group consisting ofhydroq. 
5 O, ha1o9e tower ally%, phenyl, lower aflqd substituted by halogen or lower allbooso 

p islor2; 

K is Q, I or 2; 

y asor2 

and pharmaccudcallygcceptable acid addition salts thereof 

10 

6, Compounds of flcmuh I E roxesdiag to claim I 

wherei 

is halogen -OR’, -SR", cydmlll, cyclic amde, heterocydoallc4, ar$ or 5 -or 6-
15 membered heteroaryl, containing one, two or three heteroatoms, selected from the 

group consisting ofoxyen, sulehur or mLtrocn; 

R’srthy&ogen, lower a)Iq’l,lower al substituted by halogen, �(GH2)a-cyc1oa1l 

41 or 

R’ s -S(0)rloweraflcyl. -S(0)2NEIloweralkyl, NO2 or c&; 

20 
R’ is hydrogrm hydroxy, halogcn, =0, lower ally’, cycloalkyl, 

heterocydoalkyl, lower alkaq, CN, NOz, NH2, aryl, 5 -or 6-niembered heteroaryl 

cornainingone,two orthreeheteroatoms,oelected from the group consstingof 

ogen, sulphur or nitrogen -l’U-i-Iower allq’l, -N(lower allq’I)11 cyclic amide, 
25 -C(0)-cycljcamjde, S - lower allcyl -S(0),-lower alkyl, lower a1kyl substituted! by 

Mogen, lower aflcoxy wbstttuted by halogen locer alk34 substituted by hydroxy, 

-0-(CH2),-lower alicoxy, -O(CHC(0)N(lower alkyfl2, -CCO)-lowr &fiq, 

-0-C CEXa)-awl, 0 (CH2)r cycloa& ,- 0- (Cl-li ),-h etc ro cyctcdkyl, 



O1OOiM2o51 PCT/EP2006iVO076I 

-C(0)0-lower alkyl, -C(0) NE low or -C(0)-N(Ioweraflq1)3, 

2-oy-5-aza-byd221Ihet5$ or3-oxa-Saza-bic)clo[3.2l] oct-8-$; 

Rand Rin group a) may form together with -ICR2)4- a sixmemhered ring; or 

K R’. R" and R’" are independently finns each other hydrogen or lower alkyl; 

and wherein all aryl-, cycloalkyl-, cyclic amide hetarocycloalkyl- or 5 or 6 menbered 
heteroaryl groups as defined 1* RL. R’ R’ and W rtuy be ,zsbstituted or stibstituted 

by one or more substituents selected from the group coosisting ofhyaroay, =0, hogen, 
lower alicyl, phent lower alkyl substittited by halogen or lower akox 

to q is ior2; 

a isO.1 0,2; 

y islor2; 

and pharmaceutically accptabe add addition salts thereof 

7. Compounds of formula I F according to claim I 

(Rs)I 
0 

I? 

wherein 

R’ is halogen, OR’, -SR", cyclosliqI, weak azriide, heteroydoalyl, r4 or 5-016-

menibered heteroaryt, containing one, two or three eteroatoms, selected from the 

20 group consisting ofoxygen  Salphor on nitogeir 

RRrare hydrogen, lower alkyl, lower allcyl substituted by halogen, -(C$2)2-cydoalkyl 

or 

R2 is -S(0)2-lower ailty!. -SIOhNH-lower All,NO2 or eN; 

25 R8 is hydrogen, hydroxy, halogen, zCs, sower alg’1, 
cyelolwl. 

hotetocyctalkyL lower alkoxy, CX, NO,, NH,, uryl, 5 o d-nicrnbcrcd heteroaiyl 
corttaining one two or three )xeteroatoxns, selected from the group consisting of 



C?2 
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oxygn sulphur or niftogea, -NH-lower aflcyl, 4qoower alkyfl cyclic acnidt 

-C(0)-cycic amide, S -lower amyL -S(Oh-Lower a jLlowe ailcyl snbstitutedby 

halogen lower alkoq sbatiThtedbybaIogea,lower alkyl substituted byliydroxy, 

0(CH2)rloweralkom O(CH2)7CO)NQoIcr allqd)i, -C(0)-lower ailtyl, 

-0-(C111)’-a711 -O-(CH1)rcycloallqd 40-(CHa)rheterocyclo3llcyL 
-C(0)O-!ower alkyl)-C(0)-N’R-lcwer al1l, -C(0)-N(kower alkØ)2, 

2o,-5-aaa-bcyclot2.2.1fliept-5-yl or 3-oxa-8-aza-bicyclof 32. I2ocM-yl 

and wheyem all aiyl-, qdoaIk-, cyclic amide, heterocydoamyl- or 5 or 6 membered 

heteroar5l groups as defined for R’, R’, R’ an  be maybe unsubstituted or substituted 

CO byone or more substituents selected &osn the group rnsinirtoGtydroxy. O, h4oen, 

lower alky!, phenvi, lower alk$ nUstituttd by halogen or lenver alkocy 

I is lor2: 

x tOjor2; 

�y isYcsr2;.. 

is and phaxmaceuticafly acceptabk acid addition salts thereof. 

8. Compounds offorimila I G according to aaim 1 

wherein 

20 R is halogen, OR1. SRr. cycloalkyl, cyclic anude. heteracydoalkyi, aryl or 5-016-membered
 heteroaryt, cottbxüiag one two or three hetewatoms, selected from the 

group consiating ooxygen, sulphur or nitrogen; 

RI2arare kydrogeti lower aIJcyI, lower Riall Smestitundleshalogen, -(CH2)a-cycloallql 
or 

l3 is-S(0)2-ower )IcyI, _S(0)2ll1H1ower aliql, H01 or 

R9 is hydrogen, hydzo, h4ogen, O, lower all’)!, cjcloatkyl, 

heterocycloalk, lower alkoxy, CM, NO2, NH2, aryl, S-or 6- membered hctenaryl 
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/ 
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containing one two or three hetcroatoms, selected from thegroup consisdng of 

oxygen, sulphur or nitrogen -NH1ower alkyl, -N(lower llcyl)2, cyclic anijde, 
-C(0)-cydic amide, S-lower alkyl, -S(0)z-lower alkyl, lower alkyl substituted by 

halogen, lower a]kox7TebsrjtaS by halogen, lower ally) substituted byhydreery 
5 -O-(CH2),-lower alkoxy, -O(CHi)G(0)N(lowet allqI)n -C(0)-lower alll, 

-0-(CH2)raryl, O-(CN)rcycloalky!, -O-(CH2-hetcroccloalkyI 
-C(0)O-iower alkyl, -c(CJ-NH-fower z’lkyI, -C(o)-NGower a!kylh, 
2-oxy-5-aza-bicyclo(22. 11hept-5-yl or 3-oxa-S-an-bicyclo (32.1] oct-8-yl; 

and wherein the sdditiao& N-ring atom of the bicydic amüie may be atIable in form of 

10 itsoddc 

and wherein all owl-, cycloalkyl-, cyclic amide, heerocycIoaIlcyI- or 5  o 6 membered 
heteroaryl groups as defined for K’, R’, R and K9 maybe unsubstituted or substituted 

by one or more substituents selected from the group consisting of hydoo Q,.h4ogen. 

lower alkyl, phenyl, lower alkyl substituted by halogen or lower aIkox 

is for2; 

x 150,1 or 2; 

y lslor2; 

and pharmaceutically acceptable acid addition salts thereof. 

20 9, Compounds offormula I H ccoxlingto daim I 

0 

I   

wherein 

It’ is haloen,_OR"SR7, oycraelkyl, cyclic amid% hetetocydoatkyLsty or 5-ot 6-
mentioned heteroaryl, containing one, two Or three heteroatoms, selected from tho. 
group consisting of oxygen, sulphur or nitrogen; 
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Rt JR’ ate hydrogen, lower alkyl, lower alkyl substituted by halogen, �(CH2)rcycloalkyL 

Or(CH:)caryl;. 

� is �5(0)24ower ratty, �S(0)zNH-iower alkyl NO2 or CN; 

5 We is hydrogen, hydrox, halogen, .O, low doalI, - 

hetexocycloalkyl  lower alkocy, CM, N01, NH2, aryl, 5 -or ó-menbered heteroryl 

containing one, two or three hekroatoms, selected from the group consisting o 

oxygen, sulphur or nitrogen, -NH-lower alkyl, -N(lower aItcyl)2, cyclic snide, 

-C(0)-cdjcamjde, S -lower sIk>d, -S(0)1-lower allcyl,]owerallqd snbstihitadby 

10 halogen, lower aikoxy substituted by halogen, lower 21171 substituted by hydro, 

-0-(C112),-lower alkoxy. -0(CH2)7C(0)N(lower alkyl)s, - C(0) -lower alkyl, 

. �0-(CH2)1-awl, -O-(CH2)-cyd)allcyl, -O-(CH2X-heterocycloallcyl, 

�C())O-lower aikyl, �C(0)-NH-Iower 01k)’!, �C(0)-N(lower alkyl)2, 

L 2oxy:5a2auicycIoI2.2.1]hept:5_yi or 3-oxa-8-aza-btcydo[3,2,1] oct-S-yb 

es and wherein the additional N -ring atom of the bicyclic amine may be available inform of 

CN�
its oxide 

and wherein all aryl, cycloa1kyI- cyclic arnide, heterocycloallcyl- or S or 6 membered 

hetemaryl groups as defined fur R’, Ri’, Rand R’° may be unsubstituted or substituted 

20 by one or more substituents sel toted from the group consisting of)lydxoç, �_O,Ja]ogen, 

lower alkyl, phenyl, tower a]kyl substituted byhalogen or lower a!kox 

t is lor2 

L x isOlor2; 

Y islorZ; 

25 and pharmaceutically acceptable acid addition salts thereof. 

10. Compounds ofgeneral formula IA according to daims I sad 2, wherein R’ is - 

OR’ and R’ is as described in claims I and 2. 

� I1:Compounds ofgeneral formula IA .according to claim 10. wherein the 

compounds are: 

30 (,6 -d ichioro_ 1,3 -dihydro -iso indo! 
-2-ri ) 

-(1 -isop ropoxy-S -methan esul fonyl -phenyl)-
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� methanne, � / � 

[5-methanesulfonyl-2-(2,22-thfluoro-]-

nth$-etho,)_phcnylJ methanone. 

[5-ndbanesnyI-2_((S)-22,2-trifluoro- 1-methyiethoxy)-phenyI) -(5-trifiuorometh$-

5 1,3-dihydro-isoindol-2-yI)_methanone, 

� (56 -dichioro -1 ,3-dihydxo-is olndot-2-yl) 
- (2-isopropylsuifanyl-5-methanesulfonyl-

pheny1)-iaethanone, - 

I 5-medIan esulfonyl-2-( (10-2,2,2- triflubro -1 -rnethyIetho)-phenyl} -(5-

triflaorcmethyl- 1 ,3-dihydro -isoindoi-2 yl) - methanone, 

’0 (5- chforo-6-meth 
- 13 -diJaydro-isoindol- 2-yl) - f5 -methan esulfonyl-2 

- 

C(S) 
trifluoro -1 -rnethyI-etho) -phenyl] -methanone. 

(5 -chIOrQ-6-meffro7- I ,3-dihydra -isoindol -2-yl) - [5-rn etIianesaIfo4yI-2-( (S) -2,22-

frifitlOro- 1-methyl-ethoxy)-phanyl]-methanone, 

(5-eth$su1fanJ-1,3-dihydro-isoindoI-2-yl)-f5-methanesuIfonyI-2-((S)-2,2,2-thfluoro- I-

-- .15. .. melhyl-cthoxy) ohenvI I 
- m hanone. 

(2-isoblto-5-methanesu1fSyI_phenyjj-(s-trItluoromethyl- dihydio-isothdol-2-yl)-

methanooe, 

4-isopropoxy-N-methyl-3-(5-tiifluoromethyl- 1,3-dihydro-isoindole-2-crbon$)-

benzeriesulfonaniide, 

20 (5-chloro-6-methyl-13_diliydro-isofridol_2-yI)- [5-metharlcsulfonyl-2-UR)-2,22-

txiftuoro- l-n,evhyI_ethoxy)phenyII_met]xa,orie, 

(5-cliJoro-6-methyl-1 $-dihydro-isoindoi-2-yI)-(2-isobuto-5-methanesulfonyI-

phen4) -m ethanone. 

(5-chloro-6-ethyIsulfanyI-1,3-dihydro-isoindol-2-yI)- [5-methancsuln7l-2-((R)-2,2,2-

2$ tfiuoro- l-metliyI-etho)-pJienyfl -meLhanone, 

� (2- isopropoxy.5 -methanesuifonyl-phenyl) 
- C 5-methoxy- 1,3 -dihydro -isoin dol-2 -ylk 

methanone, 

I 15-metha esulfon$-2-((S)-2,2,2-Irjfluoro-1-medIyl-ethoy)-phex,yI] -(5-methyl-6--

triUuoromethyl-1,3-dihydro1soindol-2-yl).-methanone, 

so 
. [5-methanesulfonyk2((S) 2224rifluoro- I -rnethyI-e–oxy)-phenØJ-(5-metho-6-

tnflu orcmethyI- 1,3 -dihydro-is oindol-2-yI) -metharione, 

f5-methane$uIthn,-2-((S)2,2,2_triauoro-1-methyI-ethory)-phenyj] -(5-

triIluoromethox-11 3-dilxydro-isoindal-2-yD-methanone, 

[S-rn ethanesiilfonyl-2- (Cs) -2,2,2 
- trjuoro- 1.- methyl- ethoxy) -phenylj -[5- (4-methyl-

35 *1 azoI-2-yI)-1 3 - dihydro-isoindol-2-yJ - methanon e, 

[5-methanesuifony1_2s)2,22iiiØuoyo1-rnethylechoxy)_pILen$] 
- [5-(2-methyl-

pyridin-4-yI )- 1,3 -dihydro- is am dol-2 -yl - methanone. 
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713-

5-n1ethaesulfoayI-2-.((S)-2,2,2Li-jftuioro-1 -meth-ethoxy)-phenyl] -(5-(5-methyl-

thiophen-3-)-1,3-dihydro4wind&4y1] methanone. 

(5-methanesuffonyl-2-((s)-2,2,2-txifluoro-I-methyl-ethoxy)-phenyl] -(5-thiazol-2-yl-1,3-

dthydro-isoindol-2_yl)methanone 

S (5-ethysuithn-6-triffucromethyI- 1,3-dihydro-sdiidoI-2-y1)-(5-methanesu1f0xxyl-2-

((S)222:trifluoro_1methyr_etho) phenyl] -methanone. 

5-ch1oro-6-methoxy-I,3-dihydro-isaindoI-2-yI)- [5-metlianesalfonyl-2-((R)-2,2,2-

ifiuoro- I -methyt-ethoxy) -phen -methanone 

(5-chloro-6-methoq- 13-dilydro-isoil)dol-2-yl)-(2-isobutoxy-5-nerbanesultbnyi-

to phenyl)-methanone, 

(5-fluoro-trifluoromerh7l-13-dihydro-isoindol-2-yI)- [5-methanesu}fonyt-2-((S)-2.2,2-

trifiuoro -1-meth7l -ethoxy) -phenyl] umethanone, 

(5-ethory-6-trieuoromcthyl- 1,3-dihydro-isoindo1-2-yl)-(2-isopropoxy-5-

met}xaaes alfonyl-phenyt)-methanone. 

5 

methanesulfonyl-phenyl -methanone, 

(5- chloro- 6-morpholin- 4-yl-1 ,3 - aihyd’o-iso ndol-2-yl) -(2- cyclobutyln’ethoxy-5-

mcthanesuihnyl-phenyl)-methanon C. 

(2-isopropoxy-5-methanestdfonyl-phen)- [5-(tetrahydro-pynn-4-4)-1,3-dihydro-

20 isoindol-2-yI]-methanone, 

S-methanesulfonyl-2-((S)-2,2,2-trifluoro- 1-methyl-ethoxy)-phenyl] - [5-(tetrahydro-

pynn-4-yI)-I,3-dihydro-isoindol-2-4] -methanone, 

(2-isobutoxy-5-rnethanesulfonyl-p]ienyl)- [5-(tetrahyc1ro-pyraai-4-y)-1,3-dihydro-

isoindol-2-yl] -inethanone. 

25 (2-cdopropy1methoy-5-meeaiJfon-pheiiyr)-[s-(tetrahydro-pan-4-yl)-1,3-

dihydro-isoindol-2-yl I - methanone, 

(2-96obutylmethoxy-5 -methanesuffonyl-phenyl ) - [ 5-(tetrahydro-pyran-4-yl) -1,3-

dthydro-isoindoi-2-yl)-methanone, - 

12-(2.2-dimethyl-propo)-5-methanesu11onyl-phenyI]_ [5-(tetrabydro-pyran-4-yD-1,3-

30 dihydro-ioiodoI-2-7l] -nielhaiione, 

(5-(3,3-difluoro-piperidin-I-yl) 1,3-dth7dro-isoindol-2-ylI-I5-inethanesulibnyl-2-((S)-

2,2,2-trifluoro-}-methyl-ethoxy)-phenyl] -methanone, 

[S-methanesulfonyl-2-( (S)-2,2.2-triftuoro- 1-methyl-ethoxy)-phenyl]-5-(2,2,2-txifluoro-

eth)-I,3dhydro-isoindo2-yl]methanone,. 

[5-methanesuifonyl-2_((s)2,2,z-triffuoro-1-methyl-ethoxy)_phenyi) [(IR,5S)-S-(3-oxa-

8-na-bicydooØt-S-yl)-I,3-dihydro-isoindol-2-yI]-metbanone, 

[5-mctbanesulfo3y1-2-((S)-222-trifluoro_I-methy1-ethoxy)-phenyl)- [5-methyl-6-
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(tehahydro-pau-4yl)4,3dihydroisoindof2yj).methanone, - 

f5;methnesuIfonyl-2- ((8) -2,2,2 -triuoro -1 -methyl-ethexy)-phenyrl - is- (tetrahydro-
faran-3 -yl) -1,3 - dihydro-isoindol-2-y! - meth4n one, 

I5-cbioro-6-(tetrahydro-p7ran-4-yl)- 1,3-dihydro-isoindol-2-ylJ-[5-rne–anesulfonyl-2-

5 ((S)-2,2,2-trjffuora 1-methyl-ethoxy)-phenyl] -methanone, 

[5-methanesulfony1-2-((S)_2,2,2rjfluoro- 1-methyI-etho’)-phen$] - [5-(tetrahydro-

pyran-3-yl)- 1.3-dihydro-isoxndol-2-yl] -methanone, 

[5-rnethancsu1fony12-((S)-2,2,2-trifluoro- I-methyhethoxy)-phen] -(5-pyridin-4->d-

1 3- dihydro-iso indol.-2-yI) - in ethanone, 

Ia [5-methanesulfonyl-2-((S)-2,2,2-trifluoro 1-met1iy1-etho)-phenylJ -(5-pytdin-3-4-

1,3- dihydro-iso indo- 2-)’!) -nethanone. 

5-mØthanesulfonyl-2-((S)-2,2,2trifluoro l-methyl-ethoxy)-phenylj -(5-phenyl-i,3-

dihydro- isohidol-2-y! ) -methan one. 

JS-(2-th1oro-ph$)- l.3-dihydro-isoindol-2-yI] -f5-methanesulfonyl-2-(2.2.2-trifluoro-

� -methyle6oxy)pheny1) methanone. - 

5-methahesIIfdiifl-2-(2,2,2-trifluoro !-xnetla)l-ethoxy)-phenyfl -(5-thiopheri--yI-1,3-

djbydro-isoin dol-2 -yl) -moth an one, 

[5-methanesulfonyf2-(2,2,2-tritluoro-1-methyl-ethoxy)-phenyl] -13-(4-methy!-

thiophen-2-yl)-1,3-dihydro-isoijidol-2-y] -methanone, 

20 [5-methanesulfonyl-2-(2,2,2-rrifiuoro- !methyl-erhoxy)-pIrenyI] -[5-(3-methy!-

thiophen-2-yt)-1.3-dThydro-isoindol-2-y!] -methanone, 

[5-(4-fluoro-phenyl)- I ,3-dihydro-isoindol-2-y!] - [5-melhanesulfonyl-2-(2,22-trifltjoro-

!-methyl-ethoxy)-phen] -methanone, 

(5-(3-fluoro-phenyl)-1.3-dihydro-isoindoJ-2-4J- [5-rnethanesulfonyl-2-(2,2,2-trifluor0-

25 1-meth7!-ethoxy)-phenyflniethaxjone. 

S - (2-fluoro-phen?)_ 1,3 - d ihydro-isoindol-2 -yl) - [5-rn ethanesulfonyl- 2-(2,2,2-trifluoro-

1 -methyl -ethoxy) -phenyll - methanone, 

[5-(3.5-dithioro-pheny!)_j,3-cljhydro-isoindoL-2-yI] -I5-methanesulfony!-2-(2,2,2-
triauoro- 1-methyl-ethoxy)pheny!Jniethaiione, 

30 [5-methanesu1fonyI-2(2,2,2-frifluoro_1meth7!etho) phenyl] - [5-(3-methoxy-

pheny!) -1, 3-dihydro- isoindol-2-yI -mothanon e, 

� E5-methanesulfonyl-2-( (S)-2,2,2-triguoro- l-meth-ethoxy)-phen$]-(S-thiophen-2-yl-

1.3-dihydro-isoindol-2-yl) -methannne, 

I 5-methan esulfo nyl-2-( (S) - 2,2,2-trijlucro- I -methyl-ethoxy) -phenyl I -I 5-(4-methyl-

35 thiophen-3-yl)-1 ,3-diliydro-iaoindol-2-yI] -mothanone, 

� I5-mthanesulfony1-2-((s)-2,2.2_tsiduoro_l-methyl-ethnxy)-phe,iyl] -(5-pyrazo!-1-yl-

1,3 - dthydro-isoindol-2-yl ) -rnethan a nt 
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-21-
� [S-methanesulfn-2-((S)-2,2,2-triftaoro-1-iethyt-ethoxy-phenyt]- [5-f2,2,2-liitluoro-

etho-1,3-dihydro-isoindoI-2-ymethanoae, . . 

(5-cMoro-6-(tetrahydro-furan-3-yI)- ,3-dihydro-isoindo1-2-yfl -[5-methanesulfonyl-2-

((S)-2.2.2-tæuoro- l-methyIethory)-phenyJJ-methanorie, 

� 5 mc- (2- isopropoxy-5-methan esulfo nyl-phenyl) -[5- (thtrahydro-thran-3-yl) :1 3-dihydro-

soindol-2-yl] -methanone, 

ac- [5-methanen1fnnyk-2-(2,2,3,3,3-pentaUuoro-propo)-phenJ- 5(tefrahydro-

ftran-3-y1)-1,3-dihydro-isothdol-2-yl]-mediancne> 
rac-( 2-isopropoxy-5-rnethanesulfonyl-phenyl)- [5- (tetrahydro-pyran-3 -yl)-1 3 ’dihydso-

ID isoindol-2-yI}-methanone, 

[5-chiorc-6-(3-oxa-8-aza-bicy6o [32.1] oct-8-yl)-1,3-dihydro-isoindol-2-yl)-I5-

methanernlfonyl 2-(2,2,3,3,3 -pentathioro-propoxy) -phenyfl -methanone, 

mc- 5 -methanesulfonyl-2 - (2,2.33,3 -pentafluoro-propoxy) -phenyl] -[5- (tetiahydro-

pyran-3-yl)- 1.3 dxhydro-rsoindol-2-yI] -methanoac, 
I.. - 3 .((iS,4S)-5-chIoro-6-2-oxa-5-za-bicycIo[2.2.1]hept-5-yl-i,3-dthy4ro-isoindol-2-yI)-[5-

metIanesuIfonyI-2-((S)-2,22-trifluoro-1 methyl fethory)-phenyl] -methanone, 

IS -fluoro-�-(tetrnhydro-pyran-4-yI ) -1,3 -dihydro-isoindol-2-y[] - 5 -nethanesuIfonyl-2-

((S )-2 2.2- txifluoro- 1 -methethoxy) -phenyl] -methano ne. 

5-methanesuIfonyi-2-((S)-2,2,2-txifluoro-1-methy1-ethoxy)-pIienyI) -[5-(tetrahydro-

20 pyran-4-yloxy)- I.3-dihydro-isoindol-2--4] -methanone, 

15-(3-luoro-oxetan-3-yI)- I,3-dihydro-isoindol-2-yI]--[5-methanesutfonyl-2-((S)-2,2,2-

trifluoro -1 -methyl-ethoxy) -phenyl] - metharione, 

(5-meU,anesulfon7l-2-US)-2,2,2-trifluoro-)-methyl-ethoxy)-phenyl] - [5-(3,3,3-trithxoro-

propory)- 1.3-dthydro-isoind&-2-yI] -methanone> 

25 (5-fluoro-6-morpholin-4-yI- 1.3-di1ydro-iso’mdol-2-yI)- 5-methanesu1fonyI-2-S)-22,2-

41 trifluoro-1-methyl-ethoxy)-pheriyl] 

(5-9uoro-6-morpholin-4-yl- I ,3-diIiydro-isoindoI-2-yI)-5-methanesuIfonyI-2-(2,2,3,3,3-

peotafluoro-propoxy)-phenyl] -methanone. 

(2-isopropoxy- 5-methanesulfonyl-phenyl) -[5-( tetrahydro-py’an-4 -yloxy) -1 , - dihydro-

So isoindoI-2-yI]-methanone 

{5-methanesu[fonvl-2-(2,2,3,3,3-pentafluoro-propoxy)-phenyl] - [5-(tetiahydro-pyian-4-

yloxy)- 1,3-dihydro-jsoindol-2-yIj-ruethanone, 

I 5-chloro-6- ( tetrahydro-pyran-4-yloxy) -1,3- dihydro-isoindoL-2-yl] - S -methaiieulfianyI- - 

2- ((3) -2,2,2- trithi cr0- 1-methyl-ethoxy) -phenyl -methanone, 

35 c5 -chic ro- 6- ( tetrahydro-pynn-4-yloxy) -1,3 - dihydro - solo dot- 2-yl -(2 -isopropoxy-5-

methanesulfinyl-pbenyl)_methanonc, 

E5-ftuoro-6-(tetrahydro-pyran-4-yloxy)-1,3-dihydro-isoindol-2-yIJ -5-methanesuIfonyI-
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2-((S)-2a2-trifluoro-1-meUrethoxy)-henylj_methanone; 

fs@uoro6(th&thydopyra4y]oxy)_13_djhydro_jsojndo]2y3(24sopropoy5_ - 

� metbanesulfonyl-phen)1)-methinole; - . 

� 5-fluoro-6-tetrahydro-yran-4-y1o7)-I3-dthydro-isoindoL-2-yl] - [5-methanesu(fon)d-

5 2(2.2333_pentaftuoro_prooq):pIwny1}rnethanone or 

5-rh] oro-6- ( tetnhydro pyrs n -4-$09)- U -di]jydso -isoindol-2-y]1 -f 5-metharlesulfonyl - 

2-(22.333-pentafluoro-propoq)-phenyl] -methanone. 

12. Compounds ofgenerd formula IA according to claims land Zwherein R’ is 

unsubstituted or substituted phenyl, for example the folloærxg compounds: 

10 (5-c1iJoro-6-morpbo1n-4-y1-1,3-di4im-isoindo?-2-)-(4-methanesalfony1--bip1eny1-2-

yI)-nethanone, 

(5-chloro-6-morpholin-4-yl- 13-dihydro-isoindol-2-yfl-(3’-ffuoro-4-methanestdfbnyl-

biphenyl-2-yI)-methanonc, 

(5-cUoro-6-morpholin-4-yl- ,3-dihydro-isoindoI-2-yI)-(4’-fiuoro-4-met11anesulfonyI-

�15 b1phenyl-2-yI)-methanone or 

(4 guoro-4-methaiiesultbuyl-bip henyl-2 -yl) - 5-(tetzahydro-pyran-4-7l) - .3 -dihydro-- 

isothdol-2 -yl] -metiianone. 

IS. Compounds of general formula [3 according to daün 3, wherein the 

compounds are 

20 (2-cyclobatylmethoxy-5-methanesulfonyl-phenyl)-(3-tritluoromethyl-57-dihydro-

p yrr&o [34-b I pyridin-6-yl) - nietbanone, 

(2 -isobutoxy-5-methanesuifoayl -phenyD-(3 -t#fl uorom ethyJ-,7-dthydro-pyrrolof 

b]pidin.6-yl)-methaiione 

(5-methnesuifon-2-((K)-222-trfluoro1-methy]-ethOXy)-pheflyI]-(S 

25 Sfluoronethy1-5,7-dihydro-pyrroo [3,4-blppidin-6-yfl-methanoiwi 
(4 fluoro-4- mcthanasulfonyl-biphenyl-2-yl) (3 -tiifluoromethi-S ,7- dihydro - 

pyrrolo [3,4-b] pyridin-6-yI) - methan one. 

(5,4’ -difluoro -4-methanesu]fonyl-biphenyl- y]) ..( 3 -triftuorametb4- 5,7-dthydro-

pynolo1 3,4-bJpidn- 6-yI)-methanone, 

30 JS-methanesu]fony]-2_(2a3,33-pentaflaoro-propoky)-pheny]] -(3-trifluorometh$-5,7-

dihydzo-pynolo I 3,4-b]pyridin-6 ) -metharione, 

[5-methanesulfonyl-2- (2,2 3,3-retrafluoro propoly) -phenyl) -(3 -trifluorometbyl- 

dihydro-pyrrolo [3,4-b] pyridin-6-yO-nethanone 
-(2-methyl-3-

35 tæffuoromethyl-5,7-dibydro-pyrrolo [3,4-b]pyridin-6-yI)-methanone, 


