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establecido en el ArtIculo 44 de la Decision 486/2000. 
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disease and drug abuse. The effect of dopamine is mediated via at least five distinct 

dopamlne receptors belonging to the D1- (Di, 1)5) or the Dr 032i D3 03) famifles. 03 

receptors have been shown to have characteristic distribution In the cerebral 

doparninergic systems Namely, high densities were found In certain limbic 

structures such as nucleus accumbens and Islands of Calleja. Therefore, selective 

targeting of the 03 receptors may be a promising approach for more selective 

modulation of dopaminergic functions and consequently for successful therapeutic 

tnteivenlion In several abnojmalihies, such as schizophrenia, emotional or cognitive 

dysfunctions and addiction (Sokoloff, P. et ak Nature, 1990, ML 146; Schwartz, J.-

C. at al.: On. NeuropharmacoL, 1993,16,295; Levan B.: Phamiacol. Rev., 1997, 

49.231.).  addictIon (Pilla, C. at ak Nature, 1999, 40g, 371) and Paikinson’s disease 

(levant, B. at aL: CNS Drugs, 1999, IZ 391) or pain (Levant, B. at aL Neumsci. 

Left, 2001, 3M 9). Dopamine 1)3 receptors are also Implicated In regulation of 

Intraocular pressure and agonists at these receptors are capable of decreasing the 

Intraocular pressure (Chu, E at at: J. PhamiacoL Exp. Thai., 2000, 29Z 710), thus 

1)3 receptors agonists can be useful for the treatment of glaucomw 

physiologically acceptable salt thereof. 

The Invention also provides the use of a compound of formula (I) and/or 

30 geometric Isomers and/or stemoisomers and/or diasteieomeis and/or 

physiologically acceptable salts and/or hydrates and/or solvates thereof In the 
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physIoogicaIy acceptable salts and/or hydrates and/or solvates thereof and one or 
more physiologically acceptable caruteis).’ 

The compounds of formula (I) and/or geometric isomers and/or 
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dose between 1 mg and 500 mg, preferably between 10 mg and 400 rag, e.g. 

between 10 and 250 mg or an Intravenous, subcutaneous, or Intramuscular dose of 

between 0.1 mg and 100 mg, preferably between 0.1 mg and 50 mg, e.g. between I 

and 25 mg of the compound of formula (1) and/or geometric isomers and/or 
5 stereolsomers and/or diastereomers and/or physiologically acceptable safta and/or 

hydrates and/or solvates thereof calculated as the free base. The compound of the 
present invention can be administered 1 to 4 times per day. The compound of the 

present invention can suitably be administered for a period of conulnous therapy, for 
example for a week or more. 

10 

i1 11 rMiiji\ 

1. D3 receptor binding 
is Binding study was carded out on rat recombinant D3 receptors expressed In 

S19 cells using [H]-splperone (0.4 riM) as Ilgand and haloperidol (10pM) for 
determination of non-specific binding. The assay was performed according to 
Research Biochemical International assay protocol for rD3 receptor (Cat No. D-
181). 

pj:jf  

2.1)2 receptor binding 
Binding of [3H]-splperone (0.5 riM) to rat stæatal tissue was measured 

25 according to the method of Seeman (J. Neurochem., 1984, 221-235). The non-
specific binding was determined In the presence of (0-sulphide (10pM). 

D3 and 1)2 receptor binding data of compounds of the present Invention are 
listed In Table 1. 

30 



WO 03/029233 

?O 
345 

PCrIBUDWOOM 

-17-

code W4CW 
(nM) 

D24Cw 
(nM) 

70001485 5,5 2586 
70001488 4,3 245 
70001492 ZO 65 
70001588 Z5 102 
70001589 3,0 16 
70001596 0,6 110 
70001766 5,3 128 
70001788 1,5 290 
70001934 1,0 109 
70001935 0,3 29 
70001686 3,9 345 
70001875 1 Z8 76767771 

Table 1 

The most prominent side effects 01 the first generation antfpsychottc 

5 compounds (e.g. chiorpromazine and hatopeædol) with preferential blockade at 

dopamine D. and alpha-I receptors are the tardive dyskinesla and orthostatic 

hypotension. The former one Is the result of blockade of D2 receptors In the basal 

ganglia whereas the latter Is the consequence of antagonism of alpha-1 receptors. 

Compounds in Table 1 are potent llgands at D3 receptors (IC-50 values are 

io between 03 and 5.5 riM) and show 5 to 470 fold selectivity over 1)2 receptors. 

Moreover, the compounds have beneficial profile In terms of potency on 1)3 

receptors and selectivity towards N. It Is therefore anticipated that no or greatly 

diminished adverse effects related to D2 receptors will occur In the course of 

therapeutical application of compounds of the present Invention. 

is The Invention Is further Illustrated by the following non-limiting examples. 

ImL 
1-(3-cyano-S4rifluorojnethyl-phenyl)-plpemzine 

42 g (13 mmol) 3-fluoro-54rlfluoromethyl-benzonitrlte and 6.0 g (70 mmcl) 

20 pipemzine was dissolved in 50 ml dimethylsulfoxide and the solution was refiwed 

for one day. The mixhire was poured into 200 ml of water and extracted with 

dlethylether (3 x 100 ml). The organic Payers were washed with saturated sodium 
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chloride solutlon, then dried and evaporated to thyness In vacuo gMng 2.96 g (yield 
89.2%) of the tills compound, melting at 85-7°C. 

T(4(2-[4-(3.cyanofrfluormethyt-phenyJ)-p1pedn-1-y.etJyy1). 

cyc1oherrycarbanric acid hvt-butV4 ester 

0.63 g (2.5 rmnol) of 1-(3 ano.5-tdffuoromethyl-phenyl)-plperazine and 0.6 
g (2.5 mmcl) of bai.2-(1-4-ett-buonyl)amInoJcyclohexylJ-

acetaldehyde were dissolved in dichtoroethane (35 ml), 0.79 g (3.7 mmol) sodium 
triacetoxyborohydride was added portlonswlse and the reaction mixture was stirred 
for 20 hours at ambient temperature, then 20 % potassium carbonate solution In 

water (20 ml) was added. The organic layer was separated dried and evaporated to 
dryness in vacuo. The precipitate was recrystallized from acetonhirile to give the title 
compound 1.03 g (yield 85.8 %), m.p.. 139-140 °C. 

The following compounds were prepared In a similar manner to Example 1: 

acid teit-butyl ester, rn.p: 171-2°C 

Tian4(2-[4-(3bi&thytj,henyl)-ptperedn..1 -ylJ-ethyl)-cyclohexyl)-carbamic 
acid tert-bulyl ester, m.p.: 130-2°C 

acid 
teit-butyl ester, mp.: 144-5°C 

carbamlc acid tert-butyl ester. m.p.: 107°C 

Tran#(2-uorphenyperidJn1thyl}.cyctoxyl)- carbamic 

acid tort-butyl ester, nip.: 128 °C 

Trans (4-(2-(4-(3-cyano-phenytmethyl)..plpertdin-1 -yl]-ethyl)-cyclohexyl)- caibamic 

acid tert-butyl ester, m.p.: 115-6°C 

T,anS-(4-(2-[4-(34ftuoromellyt-phenyPainfro)-pJpeidk1-yi}ethy,hy 
carbamic acid tert-butyl ester, m.p.: 112-3°C 

T(4-(2-[4(3-ffluommethyl-phenylmemopiperidIn-1jcyl).. 
carbamic acid tett-butyl ester. m.p.: 107°C  
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Tmns-(4-(2-[4-(3-trit1uoromethy-phenoxy)-piperith-1-yI-ethyl)-cydohexyl)-

carbamic acid tort-bulyl ester, m.p.: 118-9°C 

Example 2 

Trm-I2-4amnohexy1).ethy1-p1perazln-1-ylJ-54rIfluoromethyl-

benzonitiits 

1.03 g (2.1 mmd) fr-(4-(2-(4-(3-cyano-5-triftuoromethyl-phenyl)-plparazin-

1-ylJ-ethyl)-cyclohexyl)-carbamlc acid tert-bulyl ester was deprotected at 10°C using 

10 ml ethylacetate saturated with gaseous hydrochloric acid, the precipitate was 

filtered giving 0.94 g (yIeld 98 %) dthydrochloride salt of the We compound, melting 

above 260 °C. 

The following compounds were prepared In a similar manner to Example 2 

Tians-442-[4-3thheyl-4-yI)-plperazki-1 ethy))-cyclohexylamine 

dihydrochloride, m.p.: >28000 

Tian42-[4-340uoromethyphenyl)-plperaz1n-11]-ethyl)-c7dohexytamtne 

dihydroch1orlde m.p.: 280 °C 

T,a(2-4-(Z34chloro-phenyI)-p1pemzIn-1-yq-ethyq-cydohexyIaniine 

dihydrochioride, m.p.: 264-5°C 

T4-(3-tflfluoromehsnyImethyerldin-1-yt]4thyJJ-cyc1oheq4amJne 

dlhydrochloilde, m.p.: 268 °C 

Trans-4-(2-14-(3-fiuom-phenymey-plpeddin-1-yI]-ethyq-cyclohexytamlne 

dihydrochlo&le, m.p.: 286-7 °C 

Tra(2-[4-(3-cyano-phenytmethyl)-plpeddin-1 -yl]-ethyl}.cyclohexylamine 

dlhydmchloride, m.p.: 257-8 °C 

Tlans(2(4-(3-trifiuoromethyl-phenylamlno)-plperkmn-1-yfl-ethyq-cyclohexylamtne 

dihydrochiodde, m.p.: 260-4 °C 

T-(2omethyl-phenyImethoeridIn-11I]-0hyq-

cyclohexylarnins dihydrochioride, m.p.: 262°C 

Tians.4-{2-[4-(34ifluoromettyl-phenoxy)-plperjdjn-1-yq-elhyl)-cyclohexyjajnine 

dihydrochioride, m.p.: 294°C  
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Example 3 

TraN-(4-(2-(4.(acyanoffluoromethy-phenyl)-plperazln-1-yl}ethyl)-

cyclohexyl)-pyrldlne-3-sutfonainlde (MM 503) 

0.38 g (1 mmcl) of fra(4-[2-(4-amkyclohexyU-elhyIJ-pzin-1-yl)-5-

5 trtftuoromethjfl-benzonitrile was dissolved in dithloromethane (30 ml), 0.42 nil (3 

mmcl) triethylamine was then added followed by 0.24 g (1.1 mmcl) of pyridine-3-

sulfochloride hydrochloride The mixture was stirred for 24 hours, washed twice with 

10 % sodium bicarbonate solution, dried and evaporated to dryness In vacuo. The 

residue was purified on silica gel eluting with 100/6 ethanol/chloroform, then 

io converted to the dihydrochiodde salt of the title compound. 0.32 g (yield 54 %), 

melting at 194-5 °C. 

The following compounds were prepared In a simllar manner to Example & 

Trans-N-(4-(2-[4-(3-rnethoxy-blphenyl-4-yl)-plperazln-1-yIJ-elhyl)-cyclohexyl)-N,N-

’5 dlmethyl-sulfamlde hydrochloride, m.p.: 243-6 UC (70001488) 

Trans4hioro-N-(4-(2-[4-(3-cyano5thfluorornethi-phenyl)-plperazin-1-y)]-ethyl)-

cyclohexyl)-benzenesulfonamide hydrochloride, m.p.: 260-2°C 

(70001492) 

Trans-4-chtoro-N-(4-(2-[4-(34dfluoromethyl-phenyl)-plperazln-1 -yl]-ethyq-

20 cyctohexyl)-benzanesulfonamlde hydrochloride, m.p.: 223°C (70001552) 

T,ans-N-(4-(2-[4-(3-methoxy-blphenyl-4-yl)-plperazln-1 -yI}thyl)-cycicliexyl)-3-

pyrtdlnesulfonamlde dihydrochionde, mp.: 219°C (70001737) 

T,anhio,o-N(442-[(3-cyanouoromethyl-phenyl)-plperazin-1-y-ethy)-

cyclohexyl)-2-thtophenesulfonamlde hydrochloride, m.p.: 181 °C (70001 766) 

as Trans-N (2-(3-cyano-5-tilflucmmethyt-phenyl)-plperazin-1 -yt]-ethyl)-

cycichexyl)-N,N-dlmethyl-sulfamlde, m.p.: 83-5°C (70001788) 

Tians-N-(4-(2.{4-(3-methoxy-biphenyl-4-yI)-plperazln-1-yl}ethyl)-cydohexyl)-

buthanesulfonamide hydrochloride, m.p.: 215-8°C (70001485) 

Tians-N-(4-(2-[4-(34rlfluorornethyl-3henyl)-piperazln-1 -yIJ-ethyl)-cyc!ohexyt)-

30 buthanesutfonamlde hydrochloride, nip.: 228-9°C (70001596) 

Tmns-N-(44244-(3-trllluoromethyl-phenyl)-plperazln-1 4lJ-ethyl)-cycichexyl)-4-

morphollnepropanesulfonamlde dihydrochlodde mp: 218-20°C (70001 934) 
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Pharmaceutical formulation 

10 a) lntmvenous injection 

Compound of formula (I) 140 mg 

Buffer topHca7 

Salvent/complexlng agent to 100 ml 

b) Bolus inienction 

15 Compound of formula (I) 1-40 mg 

Buffer topH ca. 7 

Co-solvent to 5 ml 

Suffeer. suitable buffers include e.g. citrate, phosphate, sodium 

hydroxid&hydrochloric acid. 
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Solvent typically water but may also ln,clude cyclodextrins (1-100 

mg) and co-solvents, such as propylene glyco), polyethylene 

glycol and alcoho. 

c) Tablet 

5 Compound of formula (1) 1-40 mg 

Diluent/Fllter(may also include cyclodextrins) 50-250 mg 

Binder 5-25 mg 

Dislntegrant (may also include cyclodextrins) 5-50 mg 

Lubricant 1-5 Mg 

10 Cyclodextrin 1-100 mg 

Diluent &9 mycrocrystallina cellulose, lactose starch. 

Binder. ag polyvinylpyrrdlldone, hydroxypropylmelhylceffulose. 

Disintegrant e.g. sodium starch glycolate1 crospovidone. 

Lubricant efiL magnesium stearate, sodium stewyl fumarate 

15 d) Oral suspension 

Compound of formula (I) 1-40 mg 

Suspending agent 0.1-10 mg 

Dlluent 20-60 mg 

Preservative 0.01-1.0 mg 

20 Butter topHca5-8 

Co-solvent 0-40 mg 

Flavour 0.01-1.0 mg 

Colourant 0.001-0.1 mg 

Suspending agent e.g. xanthan gum, mycrocrystalitne 

25 cellulose. 

Diluent e.g. sorbitol solution, typically water. 

Preservative: e.g. sodium benzoate. 
Buffer e.g. citrate. 
Co-solvent  eg alcohol, propylene glycol, polyethylene glycol, 

30 cyctadextrin. 
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1. A compound of formula (I) 

°J 

Q�R2  R3 
QN 

(I) 
5 - wherein 

- X represents a nitrogen atom or CH group; 

- V represents a bond when X stands for nitrogen, or an oxygen atom or 

NH or CH2 or OCH2 group when X stands for CH group; 

- R1, 16 F6 may be the same or different and represent independently a 
io substituent selected from hydrogen, halogen, C-a1kyJ, C alkoxy, 

cyano, hydroxy, thfluommethyl, C-alkytsuifonyIoxy, 
trffiuommenesulfonyloxy. Ca1kanoy1oxy, amino, alkylamino, 
alkanoylamino, alkylsulfonylamlno, auylsulfonyJamlno, aminocarbonyl, 
carboxy. N-hydroxycarmarnlmldoyl, carbamimidoyl, hydroxycarbarnoyl, 

Is thiocarbamoyl, sulfamoyl, mono or bicycile heterocyclic group or optionally 
substituted phenyl, or two adjacent groups of A1, 112 and R3 may combine 
to form an optionally substituted fused mono or bicyclic heterocyclic 

group; 

- 0 represents an optionally substituted alkyl, alyl, aralkyl or heteroaralkyl 20 9TOU 
and/or geometric isomers and/or stereolsornars and/or diastereomers and/or salts 
and/or hydrates and/or solvates thereof. 

2. A compound of formula Q) as claimed In claim 1 wherein 25 - X represents a nitrogen atom or CH group; 

- V represents a bond when X stands for nitrogen, or an oxygen atom or 

NH or Cl-i2 or 0014 group when X stands for CH group; 
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- R1, R2, R3 may be the same or different and represent independently 

hydrogen, alkyl, all(G)W, halogen, cyano, aminocarbonyl, trifluoromethyl or 

optionally substituted phenyl or two adjacent groups of R1, R2 and R3 may 

combine to form an optionally substituted fused mono or blcyclic 

5 heterocyclic group 

- 0 represents dlalkylamino, optionally substituted phenyl, biphenyl, pyddyl, 

Ihienyt, alkyl or quinollnyl 

and/or geometric isomers and/or stereoisomers and/or dlastereomers and/or salts 

and/or hydrates and/or solvates thereof. 

10 

3. A compound of formula (I) as claimed in claim 1 wherein 

- X represents a nitrogen atom or CH group; 

- Y represents a bond when X stands for nitrogen, or Cl-I2 group when X 

stands for CH group; 

15 - R1, R, R3 may be the same or different and represent Independently 

hydrogen, fluorine, bromine, chlorine atoms or cyano, tduluorornelhyl, 

methyl, methoxy, ethoxy, optionally substituted phenyl or aminocatbonyl 

groups or two adjacent groups of R1, R2 and R3 may combine to form an 

optionally substituted fused mono or bicyclic heterocyclic gnmp 

20 - Q represents C alkyl, dimethylamino, biphenyl, alkylphenyl, 

alkoxyphenyl, halophenyL, nitrophenyl. trifluoromethyiphenyl or 

amlnocatbonylmethylphenyl, pyridyl, or quinolinyl 

and/or geometric Isomers and/or stereoisomers and/or diastereomeis .and/or salts 

and/or hydrates and/or solvates thereof. 

25 

4. A process for preparing compounds of formula (I) as claimed in any of 

claims 1-3 and/or geometric isomers and/or stereo,somevs and/or diastereomers 

and/or salts and/or hydrates and/or solvates thereof which comprises reacting a 

30 compound of formula (0) or a derivative thereof 
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I) a compound of formula (Vi), wherein R8 represents hydrogen or a 

protecting group, was attached to a polystyrene resin of formula (V), 

wherein R4 and R5 can be the same or different and represent hydrogen 

or methoxy group with the exception R4=R=H, by reductive amination 

5 with a reducing agent; 

ii) halogenation, preferably bromination, of the terminal hydroxy group of a 

compound of formula (VII), wherein the meaning of H6 Is as described 

above for formula (VI), with a halogenation agent or If It was protected, 

the protecting group had been removed before the halogenation, which 

to results a solid phase compound of formula (VIII) wherein Z represents 

halogen and the meaning of R4 and R5 is as described above for formula 

(’I); 

iii), sulfonylalion a compound of formula (VIII) with a sulfochioride of formula 

($1) wherein the meaning of 0 is as described above for formula (I); 
is iv) alkylation with a compound of formula (IX) wherein the meaning of Z Ri 

and H5 are as described above for the formula (VIII) and the meaning of 

Q is as described above for formula (I) of a secondary amine of formula 

(IV) wherein the meaning of A1, R2 F6 X and Y are as described above 

for the formula (I); 

20 v) releasing the products of formula (I) from the solid-phase compound of 

formula ()Q wherein the meaning of Q A1, R2 R& Ri, A5, X and Y are as 

described above for the formula (I) by acidic cleavage. 

7. A pharmacerdical composition comprising a compound of formula (I) 

25 as claimed in any of claims 1-3 and/or geometric isomers and/or stereolsomers 

and/or dfastereomers and/or physiologically acceptable salts and/or hydrates and/or 

solvates thereof and one or more physiologically acceptable carrier(s). 

&. The use of a compound of formula (I) as claimed In any of claIms 1-3 

30 and/or geometric isomers and/or stereolsomers and/or dlastereorners and/or 

physiologically acceptable salts and/or hydrates and/or solvates thereof In the 
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manufacture of a medicament for the treatment and/or prevention of a condition 

iNth requires modulation of a dopamine receptor. 

9. Use according to claim 8 wherein the doparrilne receptor Is a 

S dopamine D3 receptor. 

10. A method of treating and/or preventing a condition which requires 

modulation of a dopamine receptor which comprises administering to a subject in 

need thereof an effective amount of a compound of formula (I) as claimed in any o 

10 claims 1-3 and/or geometric isomers and/or stereoisomers and/or diastereomers 

and/or physiologically acceptable salts and/or hydrates and/or solvates thereof. 

11. A method of treating and/or preventing a condition as claimed in claim 

10 wherein the dopamine receptor is a dopamine I) receptor. 

is 
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Como resultado del examen de büsqueda de anterioridades y con fundamento en el 
articulo 46 de Ia Decision 486 de la Comisiôn de  la Comunidad Andina, se le comunica: 

1. SOLICITUD DE SUMINISTRO DE INFORMACION 

El articulo 46 do la DecisiOn 486 do Ia ComisiOn do ía Comunidad Andina ostablece quo: aLa Oficina Nacional 
competente podra roquerir 9/ informe do expertos o do organismos cientIficos o tecnolOgicos quo so 
consideren idOneos, para quo emitan opinion sobro la patentabilidad do Ia invenciOn. Asimismo, cuando /0 
estime conveniento, podrÆ roquerir informos do otras oficinas do propiedad industrial. Do ser necesario, a 
efoctos del examen do patentabilidad y a roquerimiento do ía oficina nacional competente, el soilcitanto 
proporcionarÆ, en un plazo quo no oxcedoran do 3 moses, uno o mas do los siguientes documentos relativos 
a una o mas do las solicitudes extranjeras referidas total o parcialmente a la misma invenciOn quo se 
examina: ... b) copia de los resultados do examenes do novedad o do patentabilidad ofectuados respecto a 
esa solicitud extranjora; ... Si el solicitante no presentara los documentos requeridos dentro del plazo 
seæalado on e/ prosente articulo Ia oficina nacionai competente done gara Ia patente". 

Como consecuencia de la büsqueda de anterioridades de materia relacionada con la  de la 
presente invenciOn, se determinO que existen en el estado de la tØcnica los siguientes 
documentos, que eventualmente afectarian los requisitos de patentabilidad de esta 
solicitud: 

GLASE S A ET AL: 4-bromo-1-methoxy-N-’2-(4-aryl-1-piperazinyl) ethyl !-2-
naphthalenecarb oxamide s: selective dopamine D3 receptro partial agonists 
BIOORGANIC & MEDICINAL CHEMISTRY LETTERS, OXFORD, GB, vol. 6, no. 
12, 16-06-1996, pages 1361-1366, XP004134841, ISSN: 0960-894X 
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Siendo que las publicaciones referenciadas hacen parte del resultado del examen de 
büsqueda realizado para la solicitud WO equivalente a esta solicitud colombiana aqul 
estudiada, y no siendo viable la consecuciôn de dichos articulos por este despacho, se 
requiere que el solicitante, en virtud de Ic establecido en el artIculo 46 de la Decision 486 
de la ComisiOn de la Comunidad Andina, proporcione las publicaciones completas, COfl 10 
que podrÆ realizarse un anÆlisis absoluto de la patentabilidad de la invenciOn 
correspondiente a Ia presente solicitud. 

Notifiquese el presente oficlo conforme a Ic dispuesto en el numeral 5.2, literal e), del 
capitulo quinto (5), del tltulo primero de la circular (mica NO 10 de 2001. 

ALIX CARMENZ’CESPEDES DE VERGEL 
Jefe de la Divisi ’n de Nuevas Creaciones 

El anterior requerimiento fue notificado 
fecha________________________ 

por fijaciOn en lista, de 

CONCEPTO TECNICO EXAMINADOR TECNICO EXAMINADOR JURIDICO 
N°: 01 Codigo N°: 202087 CódIgo N°: 
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Abogado 
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Apoderado 

ASUNTO RadicaciOn 06-19948 
TrÆmite 011 
Evento 379 
ActuaciOn 430 
Oficio 
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Patente de lnvenciôn 7 Patente de Modelo de Utilidad 

Via Nacional 

Via PCT (fase nacional) Cap.I Cap. II 

No. Sol. Internacional PCT/HU2004/000056 
Fecha de Presentaciôn Internal. 2004/05/21 

Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de 
la Decision 486 de la ComisiOn de la Comunidad Andina, se le comunica: 

1. Documentos estudiados 

Descripción: Folios: 74 a 123 

Reivindicaciones: Folios 124 a 173 como se radicO inicialmente. 
Folios 208 a 248 reivindicaciones corregidas. 
Folios 291 a 331 nuevo capItulo modificado. 

Prioridad: Fecha: 2003/08/04, pals: HU, nümero: P0302451 

2. Objeto de la invención 

� Titulo de la solicitud: Derivados de (tio) carbamoil- ciclohexano como 
antagonistas de los receptores D3/D2. Nümero de folio: I 

El problema planteado en esta solicitud es la necesidad de compuestos para 
trastornos psiquiÆtricos, que muestren la manifestaciOn simultÆnea de los efectos 
benØficos de la modulaciOn de ambos receptores D3 y D2 de la dopamina con 
preferencia D3, sin la apariciOn de desventajas por cada receptor individual y con 
selectividad aUn mucho mas alta que otros receptores como los alfa-1. 

EXP 2006 19948 
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Para solucionar este problema tØcnico la solicitud en estudlo proporciona 
compuestos derivados de ciclohexano con cadenas laterales de (ti) carbamoilo, 
ligandos del tipo del receptor de dopamina D3 y D2 de formula (I). 

ClasificaciOn Internacional de Patentes (IPC): A61 K31/495 

3. De la solicitud de Patente 

Reivindicaciones (artIculo 30 D 486) 

Una vez revisado el capitulo reivindicatorio esta dependencia encuentra: 

ReivindicaciOn 1: Se requiere al solicitante delimitar la materia reivindicada en 
cuanto a los sustituyentes alquilo, aiquenhlo, arilo, cicloalquilo, arilo ya que 
no se estÆ determinando su tamaæo 10 cual implica que se usan de forma 
especulativa como tØrminos genericos que no definen inequlvocamente una 
estructura especIfica. 
ReivindicaciOn 5: Selecciona una serie de compuestos que no se sabe Si 
provienen de la misma molØcula general reivindicada (1)0 pertenecen a otro 
grupo independiente e indefinido. 

4. Excepción a la patentabilidad (articulo 20 D486 literal a)-d) 
Reivindicaciones 20 - 24: Se refiere a un mØtodo para tratar y/o prevenir una 
condiciOn que requiere modulaciOn de receptores de dopamina por 10 tanto estÆn 
exceptuadas de patentabilidad segUn la Iegislacian vigente. 

5. Reivindicaciones relativas a un uso o a un segundo uso (articulos 14 y21 D 
486) 
Reivindicaciones 15- 19: Se refieren a usos de compuestos de fOrmula (I) para la 
fabricaciOn de medicamentos por lo tanto estÆn exceptuadas de patentabilidad 

It

 

segün  la IegislaciOn vigente. 

6 Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Fecha de presentaciOn de la solicitud prioritaria 2003/08/04 

Teniendo en cuenta la fecha indicada se realizO la bUsqueda en el estado de la 
tØcnica de documentos relacionados con la solicitud encontrÆndose los 
siguientes documentos mÆs relevantes: 

NO Documento TItulo Fecha de publicación 

D1 WO 03/029233 NEW SULFONAMIDE DERIVATIVES 2003/04/10 AS 103-RECEPTOR AGONISTS  

EXP 2006 19948 
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7. AnÆlisis de patentabilidad (artIculo 14 D486) 

Nivel inventivo (articulol8 D486) 

La presente Solicitud de Patente reivindica: 

Reivindicaciones I - 5: Compuesto de formula (I). 

ReivindicaciOn 14: ComposiciOn que comprende: 

a) Compuesto (I) 
b) Portadores fisiológicamente aceptables. 

Dicho compuesto estÆ afectado por el siguiente documento mÆs cercano del Estado 
de Ia TØcnica: 

D1 que enseæa compuestos de fOrmula (I) donde se preparan aminas y 
aminoÆcidos por reacciOn de una amina, un derivado carbonilo y un compuesto 
organoboron bajo condiciones moderadas (Ver folios: 303-305). 

RI 

Y"*10- R2

Q.11 

&I
 

Rr, NA 

La (mica diferencia con D1 es que esta solicitud posee un grupo R2 y la 
00 

anterioridad on igual posicion el grupo es Q pero esta diferencia no 
parece conceder una ventaja excepcional. 

No puede determinarse un efecto tØcnico que logre la diferencia con la 
anterioridad encontrada ya que a pesar de realizarse ensayos de enlace con cada 
receptor mostrando valores 1050 (nM), no puede evidenciarse que exista una 
superioridad contra la anterioridad ya que los datos mostrados por Dl son muy 
semejantes a los de la solicitud del orden nM (folios 277-278 vs 349-350). 

El Problema TØcnico Objetivo se puede definir en como lograr compuestos 
alternativos a los previamente conocidos. 

EXP 2006 19948 
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Por consiguiente resultarla obvio el diseæo de este tipo de fÆrrnace,03? os y 
compuestos para un experto en la materia que conozca el estado de la tØcnica ya 
que a partir de los efectos de los compuestos de la anterioridad es posible 
deducir los posibles efectos de 10 reivindicado en la propuesta de la presente 
solicitud. 

En conclusion, no se considera que la presente solicitud merezca reconocimiento 
de nivel inventivo. 

6. Conclusion: 

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados as[: 

N° Documento N° Reivindicaciones Requisito que afecta afectadas 
D1 WO 03/029233 1-5,14 NIVEL INVENTIVO 

En cumplimiento del articulo 45 de la DecisiOn 486 de la ComisiOn de la Comunidad 
Andina, se le indica que debe dar respuesta dentro del tØrmino de 60 dIas contados 
a partir de Ia fecha de notificaciOn de la presente comunicaciOn. En caso de no dar 
respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran los 
impedimentos para la concesiOn, se denegara la patente. 

NotifIquese el presente oficio confopa lo dispuesto en el numeral 5.2, literal e), del 
capItulo quinto deltItulo timerode)4 Circular Unica NO 10 de 2001. 

ALIX CARMENZA CESPEDES DE VERGEL 
Directora de Nuev.4 Creaciones 

El anterior requerimiento fue notificado por fijaciOn en lista, de fecha 

I 2 Efti:: zwo 

CONCEPTO TECNICO EXAMINADOR TECNICO 
No. 01 Cadigo No. 202087 

EXP 2006 19948 
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