
- OLARTERAISBECK 
OiARTE RAISBECK & FRIERI LTDA. 

C 

SUPERINTEND ENCIA DE INDUSTRIA YCOMERCIO O3 
lfthIIII1llUHIlIIflhIIIHIIIIllflflll 

No. 05-067344- -00006-0000 
Fecha: 2007-07-18 16:13:27 Dep. 2020 NUECREACLONES 
Tie 11 PATENTEIYII Eve: 379 FASENACIONALII 
Act. 538 PETICION Folios: 2 

DE 1NDUSTRIA Y COMERCIO 

DE NTJEVAS CREACIONES 

Lu 

Expediente No. 05-067.344 

itud de Patente de Invención titulada: "COMPUESTOS DE 2-AMINOCARBONtL-

A COMO ANTAGONISTAS DEL RECEPTOR DE DIFOSFATO DE 

IA EN PLAQUIETAS". 

SCLIERING AKTIENGESELLSCHAFT. 

SOLIC1TUD DE EXAMEN DE PATENTABILIDAD SEGUN 

EL ARTICULO 44 DE LA DECISION 486, GACETA No. 576 

J. IN RAISBECK, mayor de edad y vecino de Bogota, D.C., identificado tal como aparece al 

pie dc mi firma, en mi carÆcter de apoderado de la sociedaci solicitante, segÆn consta en mi 

memorial de fecha 7 de septiembre de 2006, respetuosamente me permito solicitar que se 

examine Si la invención reme los requisitos de patentabiidad previstos en la misma, dando 

cunnlirniento a lo establecido en el articulo 44 de la DecisiOn 486 de la comisión de la 

Lumdad Andina de Naciones. Adjunto recibo por ci monto de $202.000 pesos para cubrir la 

correspondiente, seg4n la ResoiuciOn No. 36155 del aflo 2006. 
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J.RAISBECK 
cd. 79.376.996 de Bogota 
T.PJ 135.799 

Recibo por $202.000 pesos 
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S U FE R I N TEN D E N C IA 

DIVISION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No 05-67344 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 576 DE 

FECHA 31 DE MAYO DE 2007 EL TERMINO HABIL SEIJALADO POR LA LEY 

EXPIRA EL 31 DE AGOSTO DE 2007 

NOTA: Dentro del plazo de los tres (3) meses siguientes a partir de Is fecha de publicación 
en la gacata de Propiedad Industrial, deberâ solicitar y cancelar el examen de 
patentabilidad so pena de quo la solicitud caiga en abandono, de acuerdo con 10 
establecido an ci Articulo 44 yen concordancia con ci articulo 85 de la Decision 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

Si  NO_X_____ 

a 
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INTERNATIONAI$ ANMELDUNO VEROFPENTUCHT NACH DEM VERTRAG OBER DIE 
INTERNATIONALE ZUSAMMENARBB1T AUF DEM GEBIET DES PATENTWESBNS (PCi) 

(51) Internallonale 11 51 I (ii) IntornatlonalerezffcntlleIznngnnummar WO 944818.51 
CO7D295/18, 29542, 311/70, A61K Al 

(43) 1ntnatIonalan 
3V495Ver8ffentlichuusdatumi 18. August 1994 (18.08.94) 

(21) insumadadis Menzelchei; PCIYCH94/00026 (81) Bas8inmunstaateni AT, AU, BB, DO, BR, BY, CA, CH, 
CN, (Z DE, DK, ES, Fl, GB, RU, JP, Kp, KR, 1(2, LK 

(22) Internallonelan Amalividatanst 9. Februar 1994 (09.02.94) LU, LV, M. bQJ, MW, NL, NO, NZ, FL, PT, RO, RU, 
SD, SE, 5K, TM, US, 132, VN, a ro$iscbes Patent (AT, 
BCR, DE, DR,IE, IT. LU,MC,ML, 

(30) PrlorltAtsdatenz PT, SE), OAF! Parent (BE BY, CE CO. CL, CM GA, ON, 
405/93-0 10. Fcbmar 1993 (10.02.93) CII ML, MR, NE, SN, TD, 13). 
2827193-2 20. S*tmba 1993 (20.09.93) CH 

(71) Anfn1der (fir alk Beslinrmwsgsstaaten agisser US); PEN-
. TAPHARM AG [CH/CB]; Engelgasso 109, Cff.4052 Easel 

(CH). 

(72) Erflnder und 
(75) Eifinder/Anme’ (nuT flu, US) STORZEBECHER, JOrg 

EDEIDE1; Hub iltaslansan 38, D.99094 Erfwt-Rboda (DE). 
VIEWEG, Helmut (1)E/DE]; In den Grundmauen 36. D-
79618 Rheinfelden (DE). WIKSTROEM, Peter LCHJCJTh 
Stallenmn*Tstrasse 5, CH-4104 Obeiwil (CH). ADLER, 
Christoph (CH/CHI; Tscbilppellring 2,01-4153 Reinach 
(CH). 

(74) Anwalü BRAUN, Andz6; Munemgasse 5, C114051 Easel (CH). 

Veröffentllcbt 
Mir lntenrailonalcm Recherchenberlch& 

(54) TItle; PIPERAZIDES OF SUBSI’IT(TIED PINYLALANINE DERIVATES AS THROMBIN INHIBiTORS 

(54) Remelchaungs PIPERAZIDE VON SUBSIITUIERTEN PIIENYLALANIN-DERIVATIVEN ALE THROMBIN INIUBJTOREN 

(57) Absftd - 

D,L-, L. and D.phenyin1mtnn pipexazides of formula (1) defined in the claim haw born discovered which era cloning or thrsanbin 
and/or nypsin Inhibitors. The ccnipounds we easily abrorbad orally. Intraduodenally and cepaslally rectally and are only slightly toxic. 

(57) Zunammenfaseung 

Es wurden D,L-,L. ned D- nylalanln-plperazide der Ira Petentanspiuch definierten Porniel (1) gefunden, diebutgcrinnungshenmnd 
rasp thrombin und/oder aypslnbemusend sind. Die Verbindungan sad oral, Intraduodenal and lnsbesondere rektal ausgczcichnct 
rcsoibierbar and weisen nur nine grunge ToxizifAt suE. 
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1. D,L-, L- oder D-Phenylalaflifl-piperazide der Formel 

/\3 
N-R 

H 
2 

so 2-R

in denen R1 eine basische Gruppe der Forte]. 

I 

(a) HN=C-NH2 oder (b) -CH2-NH2 

Amidino Aminomethyl 

darstelit, 

R2 einen (un)substituierten Aryl- oder Heteroary].rest 

daxstellt, und 

R3 einen Acyirest der Formel -COX darstel].t, wobei X = H, 

unvexzweigt oder verzweigt und gegebenenfalls substituiert 

Alkyl 06cr (un)substituiertes Ary]. oder Cycloalkyl dar-

steilt, 

einen Aralkyixest darstelit, in dent der aroinatische 

Rest gegebenenfalls substituiert ist, 

einen Carbonsäureamidrest der Forte]. -CONR’R", Thio-

carbonsäureainidrest -CSNR’R" oder einen EssigsäureamidreSt  

-CH2-CONR’R" darstellt, wobei R’ m R" = H; R’ = R" = Alkyl; 

= H, R" = Alkyl; R’ am H, R" = Aryl ist 06cr R’ und R" 

mit dent Stickstoffatom einen cycloaliphatischen oder 

heterocycloaliphatischen Ring bildet, 



m 

http:tiwww ptentJens.riet/ 

WO 94/18185 

44 

Patent Lens 
?m?hlmq IMNVATW 

PCfIcH94I000216 

einen S02-Y-Rest darsteflt, in dem Y (un)substitujert 

Alkyl, (un)substituiert Aryl oder Hetexoaryl oder -NR’R" 

bedeutet, wobei R’ und RI’ Jeweils = H und/oder gleich oder 

ungleich niedrig Alkyl C1 -C3 ist, 

einen cycloaliphatischen Ring mit 5 bis 8 C-Atornen 

darsteilt, der gegebenenfalls mit einer Hydroxyl- oder 

Oxogruppe substituiert ist, 

einen (un)substituierten Heteroaryirest bzw. amen 

heterocycloaliphatischen Rest darstelit, 

einen funktionalisierten A].kylrest der Formel. 

-(CH2)-X darstel].t, wobei die Alkylkette unverzweigt oder 

verzweigt ist, n m 1 bis 8 bedeutet und der funktionelle 

Rest X 

eine Hydroxyigruppe darsteilt, deren H-Atom ge-

gebenenfalls substituiert ist, 

ein Halogenatom bedeutet, 
eine tertire Amiriogruppe der Forme). -N(Alk)2 

darstelit, wobei die Alkyigruppen 1 bis 3 C-Atome 

sowie die gleiche Bedeutung besitzen und das 

Stickstoffatom gegebenenfalls einem cycloali-

phatischen Ring mit 5 bis 7 Ririggliedern ange-

hört, wobei  gegebenenfalls*ein oder zwei weitere 

Ringe annelliert sind, 

eine Acy1aminomalonsurediestergruppe der Formel 

ACHN..?(COOA1k)2, eine AcHN-CH-COOH-Gruppe oder 

eine H2N-(H-COOH-Gruppe darstelit, 

und deren Salze mit r4ineralsuren 06cr organiscthen Suren. 

2. Pheny].alanin-piperazide gemäss Patentanspruch 1, da-

durch gekennzeichnet, dass der (un)substituierte Aryl- oder 

Heteroaryirest in R2 Phenyl, 4-Methyl-pheny3., 2 4,6-Tn-

methyl- bzw, -Triisopropyl-phenyl, 4-Methoxy-2,3,6-tii-

methyl-phenyl, 2,2-Dimethyl-6-rnethoxy- bzw. 2,2,5,7,8- 

Peritamethyl-chromanyl, Anthrachinonyl, 1- bzw. 2-Naphthy]., 

Chinolyl- bzw. Isochinolyl oder einen Campherrest dar-

steilt. 
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INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (P71 

(51) international Patent Øfig$Jij 6: [ I (11) International Publication Number: WO 91/28129 

COlD 213/74,239/42, 23720, 401/12, Al 
*61K 31/44.31/50.31/505, C07D 401/04 (43) International Publication Date 7 August 1997 (07.08.97) 

(21) International Application Number: PC11G897100284 

(22) International Filing Date: 31 January 1997 (31.01.97) 

(30) Priority Date: 
96021662 2 February 1996 (02.02.96) GB 

(71) Applicant (for all designated States except US): ZENECA 
LIMiTED (GB/GB]; 15 Stanhope Gate, London WIY OLN 
(GB). 

(72) inventors; and 
(75) Inventors/Applicants (for US on): MINERS, Michael, 

James [GBIGBJ; ZENECA Pharmaceuticals, Meieside, 
Alderley Park, Maccleslleld, Cheshire SKIO 4TO (GB). 
PRESTON. John (GB/GB]; ZENECA Pharmaceuticals, 
Memside. Alderley Park, Macclesfield, Cheshire SKIO 
4T0 (GB). STOCKER, Andrew (GB/GEL ZENECA 
Phanuaceuticals, Mcrcsldc, Alderley Park, Macclesfield, 
Cheshire SKIO 4T0 (GB). 

(74) Agent: DENERLEY, Paul, Millington; ZENECA Phanuaccu-
ticals, Intellectual Property Dept, Mereside, Alderley Park, 
Macclesfield, Cheshire SKIO 4Th (GB). 

(81) Designated States AL, AM, AT, AU, AZ, BA, BB, BO, BR, 
BY, CA, CU. CN, CU, CZ, DE, DK. EE, ES, Fl, GB, GE, 
RU, IL, IS, JP, KB, KG, KP, KR, 1(7., LC, LK, Lit, LS, 
LT, LU, LV. MD, MG, MK, MN, MW, MX, NO, NZ, PL, 
PT, RO, RU, SD, SE, SO, SI, SIC, Ti, TM, TR, TF, UA, 
UG, US, UZ, VN, ARIPO patent (KB, LS. MW, SD, SZ, 
UG), Eurasian patent (AM, AZ, BY, KG, KZ, MD, RU, Ti, 
TM), European patent (AT, BE, CH, DE, DK, ES, Fl, FR, 
GB, OR, lB. iT. LU, MC, NL, PT, SE), OAPI patent (BF. 
BJ, CF. CO, Cl, CM, GA, ON, ML, MR. NE, SN, TD, TO). 

Published 
With International search report. 
Before the expiration of the time limit for amending the 
claims and to be republished in the event of the receipt of 
amenibnents. 

(54) hue: AMINOHEJEROCYCLIC DERIVATIVES AS ANTITHROMBOTIC OR ANTICOAGULANT AGENTS 

[Y1L 
(R1)m Compounds of formula 

(I), wherein GI Is CH or N; 
02 Is CH or N. ft’ Is a va-
riety of optional subsuhuenis; 

N(R2)_0_T1(R3)_X’IAT_X20 0) 
L1 is (14C)alkylenc; T1 is 
CH or N; R2 and R3 are In-
dependenily hydrogen or (1-
4C)alkyl cram Joined to form 
a ring; XI and X2 represent various linking groups; Ar Is phenylenc or certain heteroaryl rings and Q represents a variety of aromatic or 
heterocyclic rings systems, and pharmaceutically acceptable salts thereof arc described as useful antlthrombollc and antIcoagulant agents, 
and are selective Factor Xa Inhibitors. Processes for their preparation and pharmaceutical compositions containing them are also described. 
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1.  aminoheterocyclic derivative of the formula I 

(R1)m 

N’� N(R2)�L1�T1(0)�X1�Ar�X2-0  

G2 

wherein 0’ is CH or N; 

02 is CH or N; 

P;tent Lens 
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mis 1 or 2; 

R’ is hydrogen, halogeno, trifluoromethyl, trifluoromethoxy, cyano, amino, hydroxy, nitro, 

10 (1 -4C)alkyl, (1 -4C)alkoxy, (1 -4C)alkylamino or di-( 1 -4C)alkylainino; 

L’ is (1 -4C)alkylene, (3-6C)cycloalkane- 1 ,2-diyl or (1 -3C)aLkylene-carbonyl, 

T’ isCHorN, 

R2 is hydrogen or (I -4C)alkyl and R3 is hydrogen or (1-4C)alkyl, or Wand R3 together form a 

(1 -4C)alkylene or methylenecarbonyl group, 

15 and wherein I or 2 methylene groups within L’ or the ring formed when R2 and R3 are linked 

optionally bear I or 2 substituents selected from carboxy, carbamoyl, (I -4C)alkyl, 

(I -4C)alkoxycarbonyl, N-(1 4C)alkylcarbamoyl, ,]-di-( 1 -4C)alkylcarbamoyl, pyrrolidin- 1-

ylcarbonyl, piperidinocarbonyl, morpholinocarbonyl, piperazin-1 -ylcarbonyl, 

4-( I -4C)alkylpiperazin- I -ylcarbonyl, bydroxy-(1 4C)alkyl, (1 4C)alkoxy-( 1 4C)alkyl, 

20 carboxy-(I -4C)alkyl, (1 -4C)alkoxycarbonyl-(I 4C)alkyl, carbaznoyl-(1 -4C)alkyl, 

N-(1 4C)alkylcarbamoyl-( I 4C)alkyl, NN-di-(l 4C)alkylcarbainoyl-( I -4C)alkyl, 

pyrrolidin-I -ylcarbonyl-(l 4C)alkyL, piperidino-(1 -4C)alkyl, morpholino-( I -4C)alkyl, 

piperazin- l-yl-(I 4C)alkyl and 4-(1 -4C)alkylpiperazin-1 -yl-(l 4C)alkyl, 

and wherein any heterocyclic group in said substitucnt optionally bears 1 or 2 (14C)alkyl 

25 substituents, provided that, when T’ is N, L’ is not optionally substituted methylene and R2 

and R3 together do not form an optionally substituted methylene group; 

X’ is a group of the formula SO, SO2, C(R4)2, CO, C(R4)20, C(R4)2S, C(02S0, C(R4)2S02, 

COC(R.4)2, SOC(R4)2 or SO2C(R4)2 when 1’ is CH or N, or, in addition. X’ is a group of the 
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formula 0, S OC(R4)2 or SC(R4)2 when T1 is CH, and wherein each R4 is independently 

hydrogen or (1-4C)alkyl; 

� Ar is phenylene, or a 5- or 6-membered monocycic heteroaryl ring containing up to 3 

5 beteroatoms selected from nitrogen, oxygen and sulphur, and wherein said phenylene or 

heteroaryl ring is optionally substituted with I or 2 substituents selected from halogeno, 

trifluoromethyl, trifluoromethoxy, cyano, nitro, (I-4C)alkyl, (24C)alkenyl and (2-

4C)alkynyl, from the substituent Y’ which is selected from hydroxy, ammo, (I -4C)alkoxy, 

� 
(24C)alkenyloxy, (24C)alkynyloxy, (1-4C)alkylaznino, di-(1-4C)alkylamino, 

10 yl, piperidino, morpholino, thiamorpholino, I -oxothiarnorpholino, 1,1 -dioxothiamorpholino, 

piperazin-1-yL, 4-(1 -4C)alkylpiperazin- I -yl, (I -4C)alkylthio, (I -4C)alkylsulphinyl, 

(l-4C)allcylsulphonyl, (24C)alkanoylamino, benzamido, (l-4C)alkanesulphonamido and 

benzenesulphonamido, from the substituent Y2 which is selected from carboxy, carbamoyl, (I - 

4C)alkoxycarbonyl, N-( I -4C)alkylcarbamoyl, N,N-di-(1 4C)alkylcarbamoyl, pyrrolidin- I - 

15 ylcarbonyl, piperidinocarbonyl, morpholinocarbonyl, thiamorpholinocarbonyl, 

I -oxothiamorpholinocarbonyl, 1,1 -dioxothiamorpholinocarbonyl, piperazin- I -ylcarbonyl, 

44 1-4C)alkylpiperazin-1 -ylcarbonyl, (1 -4C)alkanesulphonamidocarbonyl, 

benzenesulpbonamidocarbonyl and benzylsulphonamidocarbonyl, 

from a substituent of the formula -L2-Y’ wherein L2 is (1-4C)alkylene and Y’ has any of the 

20 meanings defined immediately hereinbefore, from a substituent of the formula -L2-Y2 wherein 

� 

1.2 is (l-4C)alkylene and y2 has any of the meanings defined immediately hereinbefore, from a 

substituent of the formula -X3-L2-Y2 wherein X3 is a group of the formula CON(R5), CON(L2-

Y2), C(R5)20, 0, N(R5) or N(L2-Y2), 0 is (1-4C)alkylene, Y2 has any of the meanings 

defined immediately bereinbefore and each R5 is independently hydrogen or (l-4C)alkyl, and 

25 from a substituent of the formula -X3-L3-Y’ wherein X3 is a group of the formula CON(R), 

CON(L3-Y’), C(R5)2O, 0, N(R5) or N(L3-Y’), i) is (24C)alkylene, V’ has any of the 

meanings defined immediately bereinbefore and each R5 is independently hydrogen or (I -

4C)alkyl, and wherein any heterocyclic group in said substituent optionally bears I or 2 

substituents selected from carboxy, carbamoyl, (1-4C)alkyl, (l4C)alkoxycarbonyl, -(1-

30 4C)alkylcarbamoyl and IjN-di-(14C)alkylcarbamoyl, and wherein any phenyl group in said 

substituent optionally bears 1 or 2 substituents selected from halogeno, trifluoromethyl, 
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cyano, (1-4C)alkyl, (2-4C)alkenyl, (2-4C)alkynyl, (l-4C)alkoxy, (2-4C)alkenyloxy and (2-

4C)alkynyloxy; 

X2 is a group of the formula S. SO, SO2, C(R6)z CO, N(R)S02, N(R7)CO, C(RS, 

5 C(R’)2S0, C(1eS02, 
C(R6)2-c(rt 

or C(RCO, or, in addition, X2 is a group of the 

formula 0, SO2N(R7), CON(R7) or C0020 when Q is other than phenyl-(2-4C)alkenyl or 

phenyl-(2-4C)alkynyl and wherein each R6 is independently hydrogen or (1 -4C)alkyl and R7 

is hydrogen, (I -4C)alkyl or a group of the formula -X4-Q wherein X4 is SO2 or CO and Q has 

any of the meanings defined immediately hereinafter, and 

10 

Q is phenyl, naphthyl, phenyl-(14C)alkyl, phenyl-(2-4C)alkenyl, phenyl-(2-4C)alkynyl or a 

heterocyclic moiety containing up to 4 beteroatoms selected from nitrogen, oxygen and 

sulphur, and Q optionally bears 1,2 or 3 substiwents selected from halogeno, trifluoromethyl, 

trifluoromethoxy, cyano, hydroxy, amino, nitro, trifluoromethanesuiphonyl, carboxy, 

15 carbamoyl, (1 -4C)alkyl, (2-4C)alkenyl, (24C)alkynyi, (1-4C)alkoxy, (24C)alkenyloxy, 

(24C)alkynyloxy, (1 4C)alkylthio, (1 -4C)alkylsulphinyl, (1 4C)alkylsulphonyl, 

(1-4C)alkylamino, di-( I 4C)alkylamino, (1 4C)alkoxycarbonyl, M-(l 4C)alkylcarbamoyl, 

,N-di-(I -4C)alkylcarbamoyl, (24C)alkanoyl, (24C)a]kanoylainino, hydroxy-( I 4C)alkyl, 

(1 4C)alkoxy-( I -4C)alkyl, carboxy-( I 4C)alkyl, (I 4C)alkoxycarbonyl-(1 -4C)alkyl, 

20 carbarnoyl-(l -4C)alkyl, 1-( I -4C)alkylcarbamoyl-( I -4C)alkyl, N -di-( I -4C)alkylcarbarnoyl-

(1-4C)alkyl, phenyl, heteroaryl, phenoxy, phenylthio, phenylsuiphinyl, phenylsuiphonyl, 

benzyl, benzoyl, beteroaryloxy, heteroarylthio, beteroarylsulphinyl and heteroarylsuiphonyl, 

and wherein said heteroaryl substituent or the heteroaryl group in a heteroaryl-containing 

substituent comprises a 5-or 6-membered monocyclic heteroaryl ring containing up to 3 

25 heteroatorns selected from nitrogen, oxygen and sulphur, and wherein said phenyl, heteroaryl, 

phenoxy, phenylthio, phenylsuiphinyl, phenylsuiphonyl, heteroaryloxy, heteroarylthio, 

heteroarylsulphinyl, heteroarylsuiphonyl, benzyl or benzoyl substituent optionally bears 1,2 

or 3 substituents selected from balogeno, trifluorometbyl, cyano, bydroxy, amino, nitro, 

carboxy, carbamoyl, (I -4C)alkyl, (1-4C)alkoxy, (1-4C)alkylamino, di-(l-4C)alkylamino, (1-

30 4C)alkoxycarbonyl, .(1.4C)alkyIcarbamoyl, N,N-di-(l-4C)alkylcarbamoyl and (2-

4C)alkanoylamino; 

or a pharmaceutically-acceptable salt thereof; 
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provided that when X’ is CO and Ar is phenylene which optionally bears 1 or 2 substituents 

selected from halogeno, trifluoromethyl, (1-4C)alkyl and (1-4C)alkoxy then X2 is not 

N(R7)S02, N(R)CO, C(R’)2S, C(R6)2S0, C(R)2S02, C(R-C(R’), C(R6)2C0 or C(R6)20. 

5 2. A compound according to claim I wherein: 

each of G’ and G2 is CH; or G1 is CH and G2 is N, or 01 is   and 02 is CH; 

m is I and R is hydrogen; 

L is (1-4C)alkytene, T’ is CH or N, and R.2 and R3 together form a (1-4C)alkylene 

group, and wherein 1 or 2 methylene groups within L’ and the ring formed when R2 and i 

10 are Linked optionally bears 1 or 2 (1-4C)alkyl substituents, provided that, when T’ is N, L’ is 

not optionally substituted methylene and R.2 and R3 together do not form an optionally 

substituted methylene group; 

when T’ is CH or N, X’ is a group of the formula SO2, CH2, CO, CH20, CH2S, 

CH2SO2, COCH2 or S02CH2, or, when T’ is CR, X’ is, in addition, a group of the formula 0, 

15 S,OCH2orSCH2; 

Ar is I ,3-pheny!ene or I ,4-pbenylenc which is optionally substituted with I or 2 

substituents selected from halogeno, trifluoromethyl, cyano (1-4C)alkyl, hydroxy, amino, 

(1-4C)alkoxy, (1 -4C)alkylamino, di-(1-4C)alkylamino, (1 -4C)alkylthio, (1 -4C)alkylsulphinyl, 

(1 -4C)alkylsulphonyl, (2-4C)alkanoylamino, carboxy, carbamoyl, (I -4C)alkoxycarbonyl, 

20 4-( I -4C)alkylcarbamoyl, Jj1-di-( I -4C)a)kylcarbamoyl, pyrrolidin-1 -ylcarbonyl, 

piperidi.nocarbonyl. morpholinocarbonyl, thiamorpholinocarbonyl, 

I -oxothiamorpholinocarbonyl, 1,1 -dioxothiamorpholinocarbonyl, piperazin-1 -ylcarbonyl and 

4-(1-4C)alkylpiperazin-1-yLcarbonyl; or 

Ar is 13-phenylene or I ,4-phenylene which is optionally substituted with a 

25 substituent of the formula -L2-Y’ or of the formula -L2-Y2 wherein L2 is (1-4C)alkylene, Y’ is 

selected from hydroxy, amino, (l-4C)alkoxy, (I-4C)alkylamino, di-(l-4C)alkylamino, 

pyrrolidin-1 -yl, piperidino, morpholino piperazin- 1-yl, 4-(1 -4C)alkylpiperazin- l-yI, 

(1 -4C)alkylthio, (1 -4C)alkylsulphinyl, (1 -4C)alkylsulphonyl and (24C)alkanoylamino, and 

Y2 is selected from carboxy, carbamoyl, (l-4C)alkoxycarbonyl, 1-(l-4C)aikylcarbamoyl, 

30 N,N-di-(1 4C)alkylcarbamoyl, pyrrolidin-1 -ylcarbonyl, piperidinocarbonyl, 

morpholinocarbonyl, piperazin- I -ylcarbonyl and 4-( I -4C)alkylpiperazin- I -ylcarbonyl; or 
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diluents commonly used in the art, such as water. Such 
compositions may also comprise adjuvants, such as 
wetting agents, emulsifi’ing and suspending agents, and 
sweetening, flavoring, and perfuming agents. 

The present agents can also be administered in the 
form of hposomes. As is known in the art, liposoines are 
generally derived from phospholipids or other lipid 
substances. Liposomes are formed by mono- or multi-

lmnellBr hydrated liquid crystals that are dispersed In an 
aqueous medium. Any non-toxic, physiologically ac-
ceptable and metabolizable lipid capable of forming 
liposotnes can be used. The present coinkxitions in 
liposonie form can contain, in addition to the com-
pounds of the present invention, stabilizers, preserva-
tives, excipients, and the like. The preferred lipids are 
the phospholipids and the phosphalidyl cholines (led-
thins), both natural and synthetic. 

Methods to form liposoines are known in the art. See, 
for example, Prescott, Bd., Methods In Cell Blologp. Vol, 
X1V. Academic Press, New York, N.Y. 1976, p.33 at 
seq. 

The foregoing Is merely illustrative of the invention 
and is not Intended to limit the invention to the dis-
closed compounds. Variations and changes which are 
obvious to one skilled in the art are intended to be 
within the scope and nature of the invention which are 
defined in the appended claims. 

What is claimed is: 
1. A compound of the formula: 

or a pharmaceutically-acceptable salt, ester or amide 
thereof, wherein: 

A is beteroaryl or substituted heteroaryl; 
B is absent, or is 0, N, S. ethylene, or substituted 

ethylene; 
RI is hydrogen or Ci-’C3-alky4-
V is: 

(1) hydrogen, 
(2) aryl-Ci--C3-alky1, or 

(3) when 1(3 is hydrogen, additionally Ct-C6-
alkyl, C3.-C7-cyclo8Ikyl, or Cs-Cealkenyl or 

1(2 and D are linked together with the atoms to 
which they are attached to form: 
(a) �C-C7-alky1ene, or 
(b) �(CH2)4rG-(cH2q. wherein q is indepen-

dently l,2or3at each occurrence and GisO 
or 

D is selected from the group consisting of: 
(1) hydrogen, 
(2) CI-C -alkyl, 
(3) C-C6-alkenyl, 
(4) C3-C7-cycloalkyl, 
(5) aryl, 
(6) substituted aryl, 
(7) Het, 
(B) substituted Hat, 
(9) aryl-C1-6-alky1-, 
(10) Het-CI-C6-alkyl-, 
(11) substituted Het-Ci-Ctc-alkyl-, 
(12) aryl4monubstituted-CI-C6-alky7)-, 
(13) Het.(mono-substituted-C-Cs-alkyl)-, 
(14) R643-Ci-C-alky1-, wherein: 1(6 is: 

78 
(1) hydrogen, 
(ii) Cl-C6-alkyl, 
(In) ary1-CI-C(-a1ky1-, 
Qv) substituted aryl-C-Caalkyl-, or 

5 (v) R7�N_R8›_C(0)_, wherein 
R1 Is: 
(a) Ci-ca-aIkyl, 
(b)aryl, 
(c) substituted aryl, 

10 (d)Het, 
(e) ar7l-C1-C6-a1kyl-, 
(f) substituted ary1-Cl.-C6-alkyl-, or 
(g) Hot.Cl-C6-a]kyl-; and 1(8 is: 
(a) hydrogen, 

15 (b) CI-C6 alkyl, 
(c) aryl, 
(d) substituted aryl, or 
(e) aryl-Cl-Cg-alkyl-; or 

20 
R7 and R8 way be linked together with the 

atoms to which they are attached to form 
N�C4-C7.alkylene or N-4CH2. 
)g�O�(CH2)g, wherein q and G are as 
defined above; 

25 (15) R9�S--C1-Co-alkyl-, wherein: RB is: 
(I) Cz-C-alkyl, 
(ii) C3-C6.alkenyl, 
(ü) aryl-Ci-Csalkyl-, 
(tv) substituted aryl-C,-C6-alkyl-, or 

30 (v) R7�N�R8--C(0)�, wherein R7 and 1(8 are 
as defined above; 

(16) R10�S(0)-Ci-Cs-alky1-, 
wherein: 

ii is I or 2, and 

35 1(10 is C.-C -alkyl-, aryl-C1-C6-alkyl-, or substi-
tuted ary1-Ci-C-alkyl-; and 

(17) 1("�.NH�Ci-C6-a1ky1-, wherein: 1(11 is: 
(I) hydrogen, 
(ii) N-protecting group, or 

40 (iii) R-4�CO---, wherein 1(7 is as defined 
above, and 3 is-
(a) s:(a) absent, 
(b) ethylene, 
(c) substituted ethylene, 

45 (d) 0, 
(a) O�CH2, 
(f)s, 
(I) S�Cl2, 
(h) NH, or 

so (1) N(C-C3-alky1); or 
(18) D is linked together with R2 and atoms to 

which they are attached to form C4-C7.alkylene 
or �(CH2)rG-(C12)r, wherein q and G are as 
defined above; or 

55 (19) D is linked together with R3 and atoms to 
which they are attached to form �CO�N--C-
3-C6-alkylene or �CO�N�(CH2. 
)q�G�(CHi)-, wherein q and 0 are as defined 
above; 

R3 is hydrogen or if R2 or D is hydrogen, then 
additionally: 
(1) Ci-C-alky], 
(2) C1-C3-alky1--0--CI-C3-a1kyl, 
(3) Cz-C-alkenyl, 

65 (4) aryl.Ci-C6-alkyl-, 
(5) C-C-cycloalkyl, or 
(6) C1-C-alkylene.COs-R’ wherein 1(14 is 

C1.-C-a3kyI or C3-C7.cycloalkyl or 
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79 
R3 and D may be linked together to form �CO�

N�C3-05-alkylene or �CO�N�(C}12. 
)ç-0(CH2)q, wherein q and G are as de-
fined above: 

R4 is selected from the group consisting of: 
(1) C1.-C3-alkyl, 
(2) C1-C3-allCyl-O�C1-C3-alkyl, 
(3) C2-.C4.alkenyl, 
(4) aryl, 
(5) aryl-CI-Cs-alkyl-, 
(6) C3-C7-cycloalkyl, 
(7) cyano-Ci-C-alkyl, or 
(8) �.C1C3-aJky1ene-C4012-R’4,whcreIn R14 is 
CI-C6-alkyl, C3-C7-cycloalkyl, aryl, or 8ryl-
C1-C6-alkylene or 

if R2 Is hydrogen, then R3 and R4 may be addition-
ally linked to form: 

�N \, 

(c1i2), 

Q

 

wherein: 
r is independently at each occurrence 1 or 2, Q is 

CH2 or 0, and 
R17 represents one or two substituents indepen-

dently selected from the group consisting of: 
(1) hydrogen, 
(2) CI-C6-alkyl, 
(3) aryl, and 
(4) �C(0)---R18, wherein RIB Is: 

(I) aryl, 
(H) substituted aryl, 
(lii) heteroaryl, 
(iv) aryI-Ci-Calky1-, 
(v) substituted aryl-CI-C3-alkyl, or 
(vi) N-RR wherein-
R19 is

herein:R191s
 H or C1-C3 alkyl, and 

R20 is aryl, aryl-Cl-’6-alkyl-, or beteroaryl-
CI-Q alkyk 

2. A compound according to claim 1, which in 
N-(3’-Quinolylcarbonyl)-R-valine-&u-penrylamide; 
N-(2 ’-ndo1ylcarbonyl-R-vai-n-pealaieide 
N-(4’,S’-Dihydroxy-2’-quinolylenrbonyl)-R-valine-di-u-

pentylamide; 
N-(4’-Eydroxy-2’-quinolylcarbonyl)-R-valine-di-n-pen-

tylamide 
N-(3’4Quinolylcarbonyl )-R-norleucine-di-n-pentyla-

de 
N.(2’-Indolylcarbonyl ).R-norleucine-di-n-pentyla. 

nude; 
N-(4’,8’-Dihydroxy-2’-quinolylcarbonyl)-R.norleucine-

d-n-pcntylamide 
N-(3’-Quinolylcarbonyl)-R-(O-benzyl)serine.di-a-pen-

tyJRinidf 
N-(4’-Hydxoxy-2’-quiuolylcarbonyl)-R-(0-benzyl)se-

rine-di-n-penrylamlde 
N-(3’4Quino1ylcarbony1)-(2R,3S )-(0-beuzyl)1hreonine-

di-n-pentylamide 
N-(4’-Hydroxy-2’-quino1y1carbonyl )-(2R,3 S )-(0-ben-

zyl)tbreonine4-n-pentylamide 
N-(3’4Quinolylcarbonyl)-(2R,3 S )-threonine-di-n-pen-

tylamide 
N-(4’-Hydroxy-2’-qwnolylcarbonyl)-(2R,3S )-threo-

nine-di-n-pentylamide 

5346,907 
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N-(3’4Quiuolylcarbonyl).(2R,3 S )-(O-methyl)threo. 
nine-di-n-pcntylaniide; 

N-(3’4Quinolylcarbonyl)-3.(2’.thienyl).R-alanine.dl-u-
pentylamide 

5 N-(4’-Hydroxy-2’-quinolylcarbonyl)-3-(2’.thienyl)-R-
aine-di-n-pentylaniide 

N-(T-Indolylcarbonyl)-R-hine-di-n-pcntylaniide 
N-(3’nolylenrbonyi)-R-hlstidine-di-n-pentylamide 
N-(4’-Hydroxy-2’-quinolylcarbonyl)-R-histidine4.n-

10 pgutylmid 
N5-(3’-Quinolylcarbonyl)-Ne-(benzyloxycarbonyl)-R-

lysine-di-n-pentylainide 
N-(3’lnolylcthony1).R-phenyFdne.di-n.pentyla. 

ndde 
15 N-(4’-Hydroxy-2’-quiuolylcarbonyl)-R-phenylalanine-

di-n-pentylamide 
Na.(3’.Quinolylcarbonyl).N(2’.chiorobenzyloxycar 

bony] -R-Iy ine-di-n-pentylamlde 
N-(3’-Qulnolylcarbonyl)-R..(4’-hydroxyphenyl)glycine-

20 di-n-pentylamide; 
Na(3’4Zuinolylcarbonyl).N.(acetyl).Rlysine.di.npen-

tylamide: 
N-(T-olylcarbonyl).R-tyrotine-di.n.pentylamide 

25 N-(34Quinolylcarbonyl)-R-trosine4-n-pentylamide: 
N-(4’-Hydroxy-2’-quinolylcarbonyl)-R-tyrosiue4-n-

penty1Imide 
Methyl N-(3’-quinolylcarbonyl)-R-tyrosyl-S-pbenyl-

glycivate 

30 Methyl N-(4’-Hydroxy-2’-quinolylcarbonyl}R.-tyrosyl-
S-phenylglycinate 

N-(2’- Ixidolylcarbonyl)-R-honioserine-dI-n-pentyla-
mid 

N-(3.Quinolylcarbonyl)-R-homoserine4-n-penty]a-
mld 

N-(4 -Hydroxy-2’-quinolylcarbonyl)-R-homoserine-di-
n-pentylamide 

N-(2-Indolylcarbonyl)-R.-methionine.di-n-pentylainide; 
N-(2-ludolylcarbonyl)-R-methlonnesulfoxide-di-n-pen-

40 tyJSImde 
N-(34Zuinolylcarbonyl)-R-methionine-di-n-pentyla-

znide 
N-(4-Hydroxy-2’-qumnolylcarbonyl)-R-methionine4-

u-pentylandde 
45 N-(3’uinolylcarbonyl)-R-methioninesultoxide-di-n-

penty1mtd 
Na.(3’.Quinolylcarbonyl)Nphenylthiolcarbonyl.R. 

lyaine-di-n-peutylainide, 
N-(3’olylcarbonyl)-R-tyrosine-di-n-pentylamide 

SD hydrochloride; 
N-(3’-nolylcarbonyl)-R-histidine-di-n-pentylamlde 

dibydroobloride; 
N-(2ndolylcarbonyl)-glycine4-n-pentylamide 
N-(3’-Quluolylcarbonyl)-glycine-di-n-pentylamide 

5s N-(3’inolyluyl)-R-phenylglycine-di-n-pcntyla-
ndde 

N-(4’,8’-Dihydroxy-2’-quinolylcarbonyl)-R.Phenylgly-
cine-di-n-pentylamide 

N-(S’-Phioroindolylcarbonyl)-R-phenylglycine-dI-n-
60 pentylamide: 

N-(5’-Cbloroindolylcarbonyl)-R-phenylglycine-di-n-
pentylawide 

N-(4’,8’-Dihydroxy-2’-quiuolylcarbony])-glycinc-di-n-
pentylamtde 

65 N-(4,8’-Dlbydroxy-2’-quiuolylcerbonyl)-R-(4’.hydrox. 
phenyl)-glycine-di-n-pentylamidc 

N-(4’,8’-Dibydroxy-2’-qujnolylcarbonyl)-(2R,3S )-(0-
benzyl)-threouine-n-pentylamide; 
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Como resultado del examen de fondo, realizado con fundamento en el artIculo 45 de 
la Decision 486 de la Comisiôn de la Comunidad Andina, se le comunica: 

1. Documentos estudiados: 

� 1.1.Descripci6n: (Folios: 99 a 228) como se radicO inicialmente. 
Modificaciones (Folios: 350 a 479). 

1.2. Reivindicaciones: I a 23 (Folios: 229 a 267) como se radicO 
inicialmente. Modificadas I a 23 (Folios: 

480 a 518). 

1.3. Prioridad: 11/12/2002, US 60/432792. 

2. AnÆlisis de la Prioridad: 

La prioridad de la presente solicitud corresponde al objeto reivindicado. 
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3. Objeto de la invención: 

La presente solicitud se titula: "Compuestos de 2-aminocarboni-quinohna como 
antagonistas del receptor de difosfato de adenosina en plaquetas". 

El objeto de la presente solicitud se refiere a derivados de quinolina, con su uso 
como antagonistas del receptor plaquetano de difosfato de adenosina, con 
composiciones que los contienen y con procesos para prepararlos. 

SegUn la descripción, las plaquetas interactüan con los sistemas de coagulación y 
fibrinôlisis en el mantenimiento de la hemostasis y en la patogenesis de la trombosis 
y la tromboembolia. Las plaquetas se adhieren rØpidamente al tejido vascular 
daæado y liberan una variedad de factores protrombôticos, quimiotÆcticos y 
mitogØnicos, cuyo objeto es promover la hemostasis y la curaciôn de las lesiones. 

Las plaquetas tienen una participaciôn importante en la trombosis arterial, una causa 
comün de muerte e incapacidad en pacientes con enfermedades cardiovasculares. 
Se han usado exitosamente inhibidores de plaquetas para la prevención secundaria 

. de la trombosis arterial en pacientes con enfermedades coronarias, cerebrales y 
vasculares perifØricas. 

En el capitulo reivindicatorio se reclama 10 siguiente: 

Reivindicaciones I a 14 (folios: 480 a 500): Un compuesto caracterizado porque 
responde formula (I), como un (inico estereoisômero, una mezcla de 
estereoisOmeros individuales o una mezcla racØmica. 

Reivindicaciôn 15 (folios: 500 a 503): Una composiciOn farmacØutica ütil para tratar 
un mamifero que tiene un estado de enfermedad caracterizado por una actividad 
trombOtica, caracterizado porque comprende un excipiente aceptable para el uso 
farmacØutico y un compuesto de fOrmula (I). 

Reivindicaciones 17 a 21 (folios: 506 a 512): Un compuesto caracterizado porque 
responde a la fOrmula (II) como un ünico estereoisômero, una mezcla de 
estereoisOmeros individuales o una mezcla racØmica. 

ReivindicaciOn 22 (folios: 512 a 515): Una composiciOn farmacØutica (itil para tratar 
un mamifero quetiene un estado de enfermedad caracterizado por actividad 
trombOtica, caracterizada porque comprende un excipiente aceptable para el uso 
farmacØutico y un compuesto de formula (II). 

Reivindicaciones 16 y 23 (folios: 503 a 506 y515 a 518): Un mØtodo para tratar un 
estado de enfermedad caracterizado por actividad trombOtica. 

(R5)m 0 

R1-N N 
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El problema planteado en esta solicitud es la necesidad de un inhibidor del receptor 
de ADP plaquetarlo (Mac) potente, selectivo, reversible y activo en el ambiente 
oral. 

La soluciôn propuesta por la presente solicitud consiste en compuestos de 2-
aminocarbonil-quinolina que son antagonistas del receptor de ADP plaquetario 
Mac y son Otiles para tratar estados de enfermedad caractenzados por actividad 
trombótica. 

El objeto de la solicitud definido anteriormente se clasificO en la IPC A61 K 31/4709; 
A61  9/10, 7/02. 

4. De la solicitud de Patente 

4.1. DescripciOri (articulo 28 D. 486) 

De acuerdo con lo revelado en la descripciôn, el titulo de la solicitud se debe referir 
solo a los compuestos qulmicos y no a la actividad farmacologica 0 terapØutica que 
puedantener. 

4.2. Reivindicaciones (artIculo 30 D 486) 

De acuerdo con Ia revelado en el capItulo reivindicatorio, se puede observar que los 
compuestos y composiciones no son concisas puesto que se trata de un nUmero 
elevado de compuestos que se estÆn reclamando. Porejemplo R3 es anlo o ariloxilo, 
no se dice cuÆntos carbonos tienen ni los sitios de union de al nUcleo principal ni en 
donde se encuentran los sustituyentes. RI puede ser desde un hidrOgeno hasta un 
grupo tipo heterociclilcarbonilo. 

Hay tØrminos que son demasiado generales como por ejemplo: "aiquilo" (no dice el 
nUmero de carbonos), "aralquilo" (no dice el nümero de carbonos), 
"heterociclilcarbonilo" (no dice cuÆl heterociclo, heteroÆtomos, puntos de uniOn, sitios 
donde se encuentran los heteroÆtomos, posiciOn donde se encuentra el carbonilo, 
etc.), "alcoxicarbonilaminocarbonilo" (no estÆ el nUmero de carbonos, punto de uniOn 
al nUcleo principal, etc.), "carboxialquiltioalquilo" (no dice el nUmero de carbonos de 
los alquilos), "haloalquilo" (no estÆ el nmero de carbonos), entre otros. 

Las reivindicaciones de composición deben refenrse a los componentes de la misma, 
es decir, pnncipio activo y excipientes, y no a su uso terapØutico, para evitar 
confusiones. 

5. Excepciones de Patentabilidad (articuld 20 D486 literal a)-d)) 

De acuerdo con lo anterior, la(s) reivindicaciOn(es): 16 y 23 (folios: 503 a 506 y 515 
a 518), que se refiere(n) a un mØtodo para tratar un estado de enfermedad 
caracterizadô por actividad trombOtica, no es (son) patentable(s) porque son un 
mØtodo de tratamiento. 

6. AnÆlisis do la(s) Oposiciôn(es): (art/cub 43 D. 486) 

No se presentaron oposiciones al objeto de la presente solicitud. 
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La fecha que se ha tenido en .cuenta para determinar el Estado de Pa TØcnlca es:. 

Fecha de presentaciôn de Ia sôlicitud prioritaria 11-12-2002. 

Teniendo en cuenta Ia fecha indicada, se buscaron documentos del estado de Ia. 
tØcnica relacionados, con fecha de publicaciôn anterior a esta. 

Se encontrô como antenondades que pueden afectar Is patentabilidad del objeto de 
Ia presente solicitud: 

NO Documento Titulo Fecha de Publicaclón 
Piperazides Of substituted 18 de agosto de Dl WO 94/18185 phenylalanine derivates as 1994 thrombin inhibitors  

Aminoheterócyctic derivatives as 7 de agosto de D2 WO 97/28129 antithrombotic or anticoagulant 1997 agents  

D3 US 5346907 Amino acid analog CCK 13 de septiembre I antagonists de 1994 

8. Anâllsls de patOntabilidad (artIculo 14 D486) 

8.1. Nivel inventivo (articulol8 D486) 

La presente Solicitud de Patente reivindica lo siguiente: Un compuesto denvado .de 
2-aminocarbonil-quinolina de formula I: 

(Re)M 

0NI-
R 

R 

La anteriondad WO 94/18185 (folios: 710 a 712) se relaciona con piperazidas de 
fenilalanina suatituida como inhibidores de trombina y tienen Ia fOrmula: 



y5 

El documento WO 97/28129 (folios: 713 a 717) menciona derivados de 
aminoheterociclo como agentes antitrombóticos y anticoagulantes y tienen la 
formula: 

(R1)m 

N(R2)_L1_T1(R3)_Xk_X2_0 

La anterioridad US 5346907 (folios: 718 a 720) se relaciona con anÆlogos de 
aminoÆcido antagonistas de CCK y que tienen la fOrmula: 

OD R2 R3 
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I II 
R1 0 

’Al hacer los reemplazos respectivos de los sustituyentes en los compuestos de estas 
anterioridades, se encuentran compuestos que son muy semejantes a los 
compuestos de la presente solicitud y tienen la misma actividad farmacológica; estos 
documentos le sugieren a una persona medianamente versada en la materia las 
sustituciones de los compuestos que se estàn reclamando. 

El problema tØcnico planteado en esta solicitud: la necesidad de un inhibidor del 
receptor de ADP plaquetario (P2Yac) potente, selectivo, reversible y activo en el 
ambiente oral, se habia resuelto previamente mediante compuestos de 
aminocarbonil-quinolina ya conocidos(as). Por esta razOn se considera que las 
sustituciones de los compuestos 2-aminocarbonil-quinolina reivindicadas en la 
presente solicitud son evidentes para una persona medianamente versada en la 
materia. 

Las reivindicaciones I a 15 y 17 a 22 de esta solicitud no mencionan una 
caracteristica que conceda un efecto inesperado o especial a los compuestos, que 
pueda considerarse como un aporte a la tØcnica, asi que son obvios para una 
persona versada en la materia. 

AdemÆs, puesto que Dl, D2 y D3 divulgaban previamente compuestos de 
aminocarbonil-quinolina (folios: 710 a 717), una persona conocedora de la materia 
motivada por tal sugerencia lograrIa el objeto de esta solicitud 2-aminocarbonil-
quinolina; de manera que para una persona medianamente versada en la materia 
serla obvio utilizar estos documentos. Por lo cual puede no haber Nivel Inventivo. 



No Documento NO Reiv1dIcaci:nes 
afectsdas Requlsito quo afecta 

Dl WO 94/1 81 85 1 a 15 .y17 a22 Nivel Inventivo 
D2 WO 97/28129 1 a 15 y17 a 22 Nivel Inventivo 

�..65  3-1 
- 

US 5346907 1 1 a 15�y 17 a 22 1 Nivel Inventivo 

En cumplimiento del articulo 45 de la Decision 486 de la ComisiOn de la Comunidad 
Andina, se le indica clue debe dar respuesta dentro del tØrmino de sesenta dias 
contados a partir de Ia fecha de Ia notificaciôn de Ia presente comunicaciOn En caso 
de .:no. dar respuesta al presente req uerimiento o si a pesar de la respuesta 
subsistieran los impedimentos para la concesiOn, se denegarÆ la patente. 

Notifiquese el presente oficio conforme a Jo dispuesto en el numeral 52, literal e), del 
capitulo quinto del tJtulo prim ro de la C ular Unica NO 10 de 2001 

ALIX CARMENZACE ED $ DEVERGEL 
Jefe de la Division te uevas Creadones 

El anterior requehmiepo fuØ notificado por fijaciOn en lista, dO 
fecha 

ni 2OU 

CONCEPTO TECNICO No 1631 EXAMINADORTECNICO 


