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Seæores 
SUPERINTEWOEtlCPt BE INDUSTRIALN COMERCO 

DIVISION DE NUEVAS CREACIONES 

F. S. D. 

REF.: Expedients No. 06 119.265 - SolicitLjd be Patente FASE NACIOMAL 

Corresp. a IN Solioitud Internacional PC1/EP2005/052732. 

a nombre be: NEUROSERACH NS. 

Titulada: DERIVADOS NOVEDOSOS DE PPPERAZINA SUSTITUIDA CON 

ALCUILO V SU USO COMO INI-IIBIDORES DE LA REABSORCION DEL 

NEUROTPANSMISOR DE MONOAMINA. 

JUAN PABLO CADENA SARMIENTO, vecino do Bogota, portador do It tarjeta 

profesonaJ No. 57492 del Consejo Superior be IN Judicature, obrando comb 

apoderado do la Sociedad NEUROSEARCIl MS, segUn lo acredita el documento de 

poder presentado an esa DivisiOn, do acuerdo con el Articulo 44 do la DecisiOn 486 

de la CoriiisiOn de la Comunidad Andina, me permito soldier qua Se examine si ITT 

invenciOn contenida en la solicitud an referencia as patentable. 

De acuerdo con 1° anterior, me permito anexar el recibo oficial be caja No 07-

67226 por valor do $404000. 

De la Seæora Jefe atentamente, 

//CAATO 

CC. No. 80.410.337 do Usaquen 

T  No. 57492 del G.S.J. 

CRT 7 No 71-21 Torre B, Piso 4 

111 19 do diciembre be 2007 
C H PJM EV/jpg 
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Industria y Comercio 
SUPERINTEN DEN CIA 

DIVISION DE NUEVAS CREACIONES 

RADICACLON EXPEDIENTE No. 06-119265 

EL EXTRACYO DE LA PRESENTE SOLICIT(JQ GE PATENTE OE INVENCION 

� 
FILE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 578 DE 

FECHA 31 DE JULIO DE 2007 EL TERMINO IHABIL SEALADO POR LA LEY 

EXPIA EL 26 DE OCTUBRE DE 2007 

MOTA: DenEro del piazo de as seis (6) moses siguier#es a pwtirdela fooha depub)icacjOn 
an Is gaceta do Propiedad Industrial, deberÆ solicitar y canoolar el examen do 
patentabilidad so cans do quo Is solicitud caiga an abandono, de acuerdo con Ic 
establecido an el Articulo 44 do Is Decision 48612000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SL ____ NO X 



12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (CT) 

(I 9) World IntelIectualProjKrtyOrganisationImemmaterical
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(43) International Publication Data (ID) llltenlational Publication Number 

28 June 2001 (28.061001) PCT WO 01/46144 Al 

(SI) macme lionel Patent Claeeiocatbn’t C01D 311/I8. Susanna ISEdSE; Pyre asam, 54,5413 19 (*t.hflrg 
24104, AtIK 31149& 31/4 Ml? 25PO (SE. WATERS, Nicholas (Gals!]; Fyi4SereaIan 54, 

S.413 19 GEtherg (SE). TEDROFF, Joekim (SE/SE); 

(21) Interrntional Application Nut,b.r; P7T6E0O273 SkllJevSen 3. s.!g2 56 flandasJ (SE). 

74) Agene; AWAPATENT An; Boa 11394, 5-404 2S GNØ 
(22) Intcrtatinnai Filing ’jaw 

borg (SE). 
22 December 2000  

Hill Dc.Ignattd Ststn OJo: AL AG, AL. Mt a, AT Hill
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mat!). ES, 11 P1 (utility mode!)1 GB. GO, G& OR, GM, 

3150 I’riamiiy Data: 3t, W3, M.t., N. IS, W. XE,KO, AP. IT. n, IC. 1K. 

9904724-3 22 Lcemaber I99 (22.!2j999) BE LR, LS, LT. LU, LV. MA. MD. MG. MX  SUN MW. 501, 
S4Z NO, NZ, FL FT. ItO. RU. SD, SE, SO, St SE. SE 
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(SI) nndgnsttd Stat.. (.vglove); AJUPO parent (OH. GM. 
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U. 1.5, MW HZ. SD, SL, 52,17, UG, ZW). Emasian 
- (II) Applicenta qor Us oely): WAS, Ingeis, Marianne P.t.nt(MtA2.RY!KO.XZ.Sa),RU!TJ,TM),UrOPean 

{1eal representative of the deceatnd bevestor) 
ISE/SE]; paeant (AT BE, CR. CV, DE, DR, ES. FI,PR, 014. OR, IE. 
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(72) Inventor; ANDERSSON Beagi (detaitd). omeedmesits 
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(54) Title; NEW MODULAmES OF DOPAMINE NEORC,rRA/qSMISSION 

(57) Abatract: New 3.anhstiruted 4-(pbeny!.N.sTh rl)-piperazbe and 44pbenyl-N-
alI)-piperlatne compocn& of Formula (I) wherein Xis N, 01, crC. however 

1 X atny only be C wheo the cosapouod compiee a donbl, bond at tho b1i hoc; I Rn iaOe, OSKSCHO  SR,. COR. CN, Nq. Mental O, 
- III 

w/3 
(1 phene, 2-topene, 3-Music, 2-firant. F. Cl, Br, or I; R01e a CiA nlkL en at 

CH;SC}i. CHCHeOCHa. CHeCHeCH0F. CH5CF5. 3.3,3.tifluoropswy!, 4,4,401
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closed. Also phanmarenticnl compositiOns Conoprising the above compoosids and Nethods wbetela the above compounds an 
ant disclosed. 
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Additionally, the present invention is also consid-

ered to include sterecisomers as well as optical isomers, 

e.g. mixtures of enantiomers as well as individual enan-- 

tiomers and diastereomers, which arise as a coseguense of 

structural asymmetry in certain compounds of the instant 

series. Separation of the individual isomers is accom-- 

pushed by appflcacion of various methods which are well 

known to practitioners in the art. 

The invention is further illustrated in the examples 

IG below, which in no way are intended to unit the scope of 

the invention. 

Exairnie 1 3_(cjs-3.5-Diffethvl_4-Drcoyl-oioerazin-1-yl(-

henzonitrile 

15 A mixture of 3-bromo-berizonitrile (0.35g) cis-2, 6-

dimethyl-1-propyl-piperazine (03 9) sodium tert-- 

butoxide (0,28 9) BINAP (25 mg) and [Pd2(dba)3 (20 mg) in 

toluene (6 ml) was heated under argon at 80C for 24 h. 

After cooling to room temperature, the reaction mixture 

20 was fircered through a pad of celite and evaporated to 

dryness. The crude material was purified by flash chroma-- 

tography on silica gel using CH2Cl2MeOH (45:1 (v/v)) MS 

n/z (relative intensity, 70 eV) 257 (M+, 38), 242 (52) 

228 (bp) 130 (45) 112 (74) 

� 25 

Example 2  cis2,6-Dimethv1-1-nronv1-4- (3-trifluoro-

methyl-ohenyl) -ninerazine 

The titled compound was prepared in a similar manner 

as described in Example 1 from 3-iodobeflzotr4fluoride and 

30 cis-2,6-dittethyl-1-proPyl-piperazine. The amine was con-

verted into the 1401 salt and recrystallized from etha-- 

nol/diethylether: np. 188CC MS m/z (relative intensity! 

70 eV) 300 (M*, 26) 271 (58), 1:2 )bp), 70 (73), 56 

(93) 

35 
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CLAIMS 

1. 3-substituted 4-phenyL--l1cyl-piparazine 

or 4 -(phenyl -N-alkyl) -piperidine compound of Formula 1: 

Re 

Whereinu 

X is selected from the group consisting of N, OH, and C, 

however X may only be C when the compound comprises a 

10 double bond at the dotted line; 

Rj is selected from the group consisting of OSO2CFj, 

OSoCH,, SOR5, S02R5, 00R5, CN, NO2, CONBR5, OF3, 3-

thiophene 2-thiopherre, 3-furane, 2-furane, F, C1 Be, 

and I, wherein Rs is as defined below; 

15 H2 s selected from the group consisting of c1-04 alkyls, 

allyls, CH1SCH3. CH2011200H3, CH2C}12CH2F, CH,CF2, 3,3,3 

trifluoropropyl, 4,4,4-trifluorobutyl, and -(OH8)-R, 

wherein R is as defined below; 

Hj and R4 are independently selected from the group con-- 

� 20  slating of H and c1 -C, alkyls, however both R3 and R4 can-- 

not be H at the same t:me; 

H5 is selected from the group consisting of CI-Cj alkyls, 

OF3, and N(R2)2, wherein H2 is 35 defined above; and 

R; is selected from the group consisting of C3 -cg cyclo-- 

2S alkyls, 2-tetrahydrofurane and 3-tetra-hydrofurane, 

or a pharmaceutically acceptable salt thereof. 

2. A compound according to claim 1, wherein X is 

CH or C. 

3. A compound according to claim 1 or claim 2, 

30 wherein Hi is selected from the group consisting of 

OS0CF, oSOCH,, SO2Me1 801CF3, COCH3, CL CF3, CON(M)2 

and S01NCHj)2, 
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4. A compound according to any one of the claims 

1 - 3, wherein R, and R4 both are CR3. 

S. A compound according to any one of the claims 

- 4, wherein RL is selected from the group consisting 

5 of SO1CF,, S01CR3, COC}h, OF3, and SN, and X is OH, 

6, A contound according to any one of the claims 

- 5, wherein R2 is selected from the group consisting 

of n-prnpyl and ethyl. 

7. A pharmaceutical composition comprising a cot1-

10 pound or pharmaceutically acceptable salt according to 

any one of the claims 1 - 6, 

S. A pharmaceutical composition according to claim 

7, for treatment of a disorder in the central nervous 

system. 

It 9 . pharmaceuticaL composition according to claim 

7 or claim B, for treatment of a dopamine mediated disor-

der. 

10. A pharmaceutical composition according to any 

one of the claims 7 - 9, for treatment of a condition Be -

20 lected from the group consisting of movement disorders, 

such as iatrogenic and non-iatroye’flc Parkinsonism, dye-- 

kinesias and dystonias, tics, tremor, Tourett&s disease, 

stuttering and other speech disorders, 

11. A pharmaceutical composition according to any 

25 one of the claims 7 - 9, for treatment of a condition se-

lected from the group consisting of iatrogenic and non-- 

iatrogenic psychoses and hallucinoses, including schizo-

phrenia and schizophreniform disorders. 

12. A pharmaceutical composition according to any 

30 one of the claims 7 - 9, for treatment of a condition se-

lected from the group consisting of mood and anxiety dis-

orders, including manodepressive illness, depression and 

obsessive -compulsive disease. 

13. A pharmaceutical composition according to any 

35 one of the claims 7 - 
, for treatment of a condition se-

lected from the group consisting of neurodevelnpmentai 

and age -related disorders, including attention-deficit 
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Bogota, D.C., 

Abog ad a 
/ JUAN PABLO CADENA SARMIENTO 

Apoderado 

ASUNTO RadicaciOn 06-119265 
Traniite 011 
Evento 379 
Actuacion 430 
Oficlo 4004 
Folios 124 

S Paterite de InvenciOri Patente de Modelo de Ijtilidad fl 
Via Naciorial fl 
Via PCT class naciorial) 11 Cap .l 

on Cap. II C 

No. Sal. Internacional PCT/EP2005/052732 
Focha de PresentacIOn Internal. 2005/06114 

Coma resultado del examen S fonda, roalizado con fundamento an el articulo 45 de 
Is DecisiOn 486 de Is Comision de Is Comunidad Andina, sole conlunica: 

1. Documentos estudiados 

DescripciOn: Folios : 35 a 64 

.., 
Reivindicacionet Folios 65 a 69 coma as radico inicialmente 

Prioridad: Fecha 2004/06/18! 2004/06/22, 
Pals : DK, US 
N6mero: PA 2004 00959, 60/581.363 

2. Qbjeto do ía invencion 

� Titulo de la solicitud: Derivados novedosos do piperazina sustituida con 
alquilo y su usa coma inbibidores do Is reabsorcion del neurotransmisor de 
nionoamina y nmero de folio: I 

El problems planteado an esta solicitud as Is necesidad de compuestos con 
actividad sobre la recaptaciOn do neurotransmisores monoamina de Is 
serotonina, dopamina y noradrenalina con pertil farmacolagico optima 

EXP 2005 119265 
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Para solucionar este problems tecnico Is solicitud an estudic proporciona 
derivados de piperazira sustituidos por aiquilo ’tiles conic inhibidores de la 
recaptacion del neurotransmisor manoamina, 

Clasificacion Internacional de Patentee (IPC): - 

3. Do Is solicitud do Patente 

Reivndicaoiones (anIta/a 300486) 

Una vez revisado el capitulo reivindicatorio esta dependencia encuentra: 

El solicitante no as claro cuando incluye an sus reivindicaciones los 
compuestos; "lsomeros’o ’mezclas de isómeros", Al realizar La lectura del 
capitulo reivindicatorio, as encuentra qua las frases resultan imprecisas, dodo 
qLIe no especifican con exactitud el(los) compuesto(s) a los cuales Se refiere 
con dichos terminos por Jo tanto nose aceptan tar coma aparecen. 

� Sc requiere al solicitante delimitar a materia reivindicada an cuanto a los 
sustituyentes alquilo, cicloalcoxi, alcoxi, cicloalquilo, cicloalqullalquilo, 
alquenilo, alquinllo, arilo, hetoroarllo, ya qua no se estØ determinando su 
tamano lo cual irnplica que Se usan de forma especulativa coma tern,nos 
genericos qua no definen inequlvocamente una estructura especifica. 

� Considerando qua an Is descripcion Los ejemplos solo se refieren a metilos 
fenilos as sugiere restringir de tal forma qua lo qua Se pretende proteger sea 
ura razonable generalizacon. 

El objeto de la solicitud noes claro e incumple 551 mismo con el requisito de 
concision, dodos las observaciones esbozadas en los numerates precedentes. En 
este sentido Se requiere al interesado pare qua reahoc las modificaciones 
correspondientes a fin de subsanar las no conformidades oncontradas por este 
Despacho. 

IS 
4. Excepción a la patentabilidad (a’ticulo 20 D486 literal al -d) 

Reivindicacion 11: Se refiere a un metodo care el tratamiento Is prevenciori 0 
alivic de una enfermedad otrastorno de una afeccion, cuyc trastorno respondea 
Is inbibicion de la recaptación del neurotransmisor monoamina an el SNC, por lo 
tanto estÆ exceptuada de patentabirJdad segun Is legislacian vigente. 

S. Revndtcaonos relatives a un usc c a un segundo uso (athcu!os 14 y 210 
486) 

Reivindicaciones 6-10: Se refieren a usos pare preparacion de niedicamentos 
composiciones farmacØuticas por io tanto estan exceptuadas de patentabijidad 
sego Is legislaciOn vigente 

EXP 2006 rIS265 
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Determinacion del Estado do la Tecnica 

La fecha quo so he tenido en cuenta para determiner el Estado do Is Tecnica es: 

Feoha do presentacion de Is solicitud prioritaria 2004/06/18 

Teniendo en cuenta la fecha indicada Se realizO Is bsqueda en el estedo do Is 
tecnica do documentos relacionados can Is solicitud eneontrandose [as 
siguientes documeritos mØs relevantes: 

N° Documento Fecha do Titulo publicación1 

Di Wo 01(46144 New modulators of dopamine 2001(06/28 I neurotransmission I I 

7. Analisis de patentabilidad (articulo 14 0486) 

Novedad (articulo 18 0486) 

ReivindicaciOn 1: Derivado do piperazina do formula (I): 

01 ensena (var folio 117) piperazinas sustituidas do forniula (I) 

� Los elementos caracteristicos del compuesto de Is reivindicaciôn 1, babian 
sido divulgados previarnente en el Estado do Is Tecnica: 

TABLAI 

SOLICITUD ANTERIORIDAD (Di) Comparacitn 

A4 

N N IGUAL 

Aiquilo AIquilo 01-04 IGUAL 
0 R R Rb H, alquilo 

- H aiquilo 
H, aiquilo 

EXP 2006119265 
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V Rb opcirt°maeIGUAL  
U sI’tuyenles halo clanG, n itro 

ON, NO F, Cl, Br, I 

La reivindicacion 7 per ser una composiciOn quo comprende on compuesto qua no 
as nuevo tampoco sera nueva. 

De manera quo el objeto de esta solicitud, tel coma aparece an las 
reivindicaciones 1 -7, noes nuevo. 

6. Conclusion: 

Los requisites de patentabilidad its la presente solicitud so oncuentran afeotados as!: 

N° Doc  rut o N Reivindicaclones Requisite quo afoota afectadas I 
Di

 
WO01/46144 1-7 NOVEDAD 

In cumplirniento del articulo 45 de Is DecisiOn 486 dole Cornision de Ia Comunidad 
And ina, sole indica qua debo dar respuesta dentro del termino do 60 dIes contados 
a partir de Is fecha de notificacion do la presente comunicacion. En case do no dar 
respuesta at presente requerimiento, osi a pesar de Ia respuesta subsistieran Ids 
impedimentos pars Is ooncesion, Se denegarÆ Is patente. 

Notitiquese el presonp oficlo cent m a Ic dispuesto an el numeral 5.2 literal e), del 
capitulo quinto dej primer del Circular (mica N 10 de 2001. 

ALIX CARMENgA CESPEDES DE VERGEL 
WO Directora da4vas Creaciones (C) 

El anterior requerinilenta fire notificado per fiiacian an late, do fecha 

J9 2010 

CONCEPTO TCNICO EXAMINADOR TECNICO 
No, 600 COdigo No, 202087 

EXP 2006 119265 


