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Solicitud de patente de invencióntitulada: "1,2,4-SUSTITUYENTE 1,2,3,4-

TETRAHIDRO Y 1,2- DIHIDROQUINOLINA Y DERIVADOS E 1,2,3,4-

TETRAIIIDROQUINOXALINA COMO INIIIBIDORES CETP PARA EL 

TRATAMIENTO DE ATEROSCLEROSIS Y ABESIDAD". 

Solicitante: PFIZER PRODUCTS INC. 

SOLICITUD DE EXAMEN DE PATENTABILIDAD SEGUN 

EL ARTICULO 44 DE LA DECISION 486 GACETA No. 577 

CARLOS R. OLARTE, mayor de edad y vecino de Bogota, D.C., identificado tal como aparece 

al pie de ml firma, en ml condición de apoderado del solicitante, respetuosamente me permito 

solicitar que se examine Si la invención  refine los requisitos de patentabilidad previstos en la 

misma, dando cumplimiento a lo establecido en el articulo 44 de la Decision 486 de la comisiOn 

de la Comunidad Andina de Naciones. Adjunto recibo por el monto de $202.000 pesos para 

cubrir la tasa correspondiente, segün la Resolución 36155 del aflo 2006. 

(2AKLUS K. OLARTE 
C.C. 79.782.747 de Bogota 
T.P. 74.295 

Anexo: Recibo por $202.000 pesos 
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INTERNATIONAL APPUCATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCI) 

(51) InternatIonal Patent CI alficatiOn 6:(11) 
COlD 215106, A61K 31147, COlD 417104,1 
413104, 401A)4, 221/18,493104,471104 

A2 
I 

InternatIonal Publication Nuntheri WO 96/19458 

International Publication Date: 27 June 1996 (27.06.96) 

(2*) International Application Number; PC/US95/16096 (72) Inventors: JONES, Todd. K.; 805 HIghland Drive, Solana 
Beach, CA 92075 (US). GOLDMAN, Mark, E, 4372 

(22) International Piling Date: 13 December 1995 (13.12.95) Cotta do Is Fonda, San Diego, CA 92130 (US). POOLE?, 
Orerlotte, L, F.; 1037 Wilbur Avenue, San Diego, CA 
92*09 (US). WINN, David, T., 4608 Huggins Way, San 

(30) PrIority Data: Diego, 92122 (US). EDWARDS, Jazum, B.; 9723 Hesby 
08/363,529 22 December 1994 (22.12.94) (IS Court. San Diego, CA 92129 (US). WEST, Sarah, 3.; 4178 
08/464,541 5 June 1995 (05.06.95) US Decozo Sliest #92, San Diego, CA 92122 (US). TEGLEY, 
08/463,221 5 June 1995 (05,06.95) US Christopher, M; 13321 Camlulto Clara #10, San Diego, CA 
08/464,546 

$ 

June 1995 (05.06.95) US 92129 (US). ZHL Un; 7794 Roan Road, San Diego, CA 
08/465,429 5 June 1995 (05.06.95) 

us 

92129 (US). HAMANN, Lawrence, C.; Apartment #125, 
08/464,360 5 June *995(05.06.95) US 4025 Paite la Paz, San Diego, CA 92122 (US). FARMER, 
08/462,643 5 June 1995 (05.06.95) US Luc, 3.; 3246-36 Caminito Eastbluff, La Jolla, CA 92037 
08/465,556 5 June 199$ (05.06.95) US (US). DAVIS, Robert, 3 8018 Cone del Sol, Souse, CA 

92071 (US). 

(71) AppIIcanI LIGAND pHARMACEtMCALS INCOIU’o. (74) AWft AMOENUN, Thomas, B. at a14 Ligend Pharmaceuli-
RATED (US/US]; 9393 Towne Centre Drive, san Diego, eels Inc., 9393 Towns Centre Drive, San Diego, CA 92*21 
CA 92121 (US). (US). 

(81) DesIgnated States: AM, AT, AU, BE, BC, BR, BY, CA, CH, 
CN, (2, DE, DK, BE, ES, Fl, GB, GE, HU, IS, JP, KB, 
KG, KP, KR, KZ, LK, 11, LT, LU, LV, MD, MG, MN, 
MW, bV(, NO, NZ, P1.,, PT, 1W, RU. SD, SE, SO, SI, SK, 
TJ, TM, TI’, UA,, 110, liZ, VN, European parent (AT, BE, 
CH, DE. D  ES, ,G  fr. LU, MC, NL,Fr, 
SE). OAPI patent (OF. El, CF CO. CI, CM. GA, ON, ML, 
MR. NE, SN, TD, TO), A.RIPO patent (KB. I.S. MW. SD, 
SZ, 110). 

Pubed 
Without üuernasioaal search report and to be republished 
upon receipt of that report. 

(54) ThIn STEROID RECTOR MODULATOR COMPOUNDS AND MEI’HODS 

(57) Abelr.il 

Non-steroldal compounds which are high affinity, high selectivity modulatore for steroid receptors axe disclosed. Also disclosed axe 
pharmaceutical compositions Incorpoming such compounds, methods for exnployhig the disclosed compounds and compositions for treating 
Patients requiring steroid 10C94ut agonist or antagonist therapy, Intermediates useful In the preparation of the compounds and processes for 
the preparation of the steroid receptor modulator, compounds. 
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R1 is a heteroaiyl optionally substhuted with a C1- C4 alkyl, F, Cl, Br, NO2, COH. 

CO210, CR0, CN, CF3. CH20H or COCH3, where R2 is hydrogen, a C1- C4 alkyl or 

perfluoroalkyl, aryl, heteroayl or optionally substituted allyl, aiyhnethyl, alkynyl or alkenyl, 

5 and where said R1 heteroaiyl is attached to compounds of formulas I and X through a 

carbon or nitrogen atom; 

R3 is hydrogen, a Cl C4 1kyl or perfluoroallcyl, hydroxyinethyl, aryl, heteroaryl or 

optionally substituted allyl, aiyhnethyl, alkynyl or alkenyl, 

through R6 each independently are hydrogen, F. Cl, Br, I. NO2, COH, CO2R2, 

10 C0R2, CN, CF3. CH2OH, a C1-C4 alkyl or perfluoroalkyl, OR2, SR2. S(0)R2, SO2R2, 

S03H, S(NR2R7)12, S(0XNR2R7)R2, NR2R7, aryl, heteroaiyl or optionally substituted 

allyl, arylmethyl, alkynyl or alkenyl, where R2 has the definition given above, R7 Is 
hydrogen, 

a C1- C4 alkyl or perfluoroalkyl, aryl, heteroaiyl, optionally substituted allyl or alylmethyl. 

OR! or NM!, where R8 is hydrogen, a C- C6 alkyl or perfluoroalkyl, aryl, heteroaiyl, 

15 optionally substituted allyl or aryirnethyl, S02R.2 or S(0)R2; 

and R10 each independently are hydrogen, a C1 - C6 alkyl or perfluoroalkyl, aryl, 

heteroaryl or optionally substituted allyl, arylinethyl, alkynyl or alkenyl, or R9 and R10 taken 

together can form a three- to seven-membered ring optionally substituted with hydrogen, F. 

OR2. 0rNR2R7, where R2 and R7 have the definitions given above; 

20 it11 throughR each independently are hydrogen, F. CI, Br, I,NO2, CO2H, CO2R2. 

COR2, CN CF3. CH201L a CC4 alkyl or perfluoroalkyl, 01t2, SR2 S(0)10, S02R2, 

S03H S(NR2R7)R2. S(0XNR2R7)1J, NRRY, axyl, heteroatyl or optionally substituted 

allyl, arybnethyh alkynyl or alkenyl, where R2, R7 and R8 have the definitions given above 
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W is 0, M NP?, CH2, CHOH, CO, OC-o, oco, NP?c=o, i.iiic=o, 

OCNH, SC-O, O"CS, or CHOCOR7I where R7 has the definition given above, 

except that when  is NH, CH2 or   in the compounds offormula III. thenR  1 through 

R14 and e cannot all be hydrogen when R3, R9 and R10 are all CH3, nor can they be a 

S single F. Cl or Br substituent with the mnahbg aubstituenla all being hydrogen when R3, R9 

and 100 are all CH3, and further except that when W is   or NH in the compounds of 

formula IV, then R5 through R6 and   through R14 cannot all be hydrogen when R3.. R9 

and R10 are all CH3; 

Xis CH2, 0, S or NP?, where R7 has the definition given above; 

10 R16 is hydrogen, OH, OR17, S17 NP?P?, optionally substituted allyl, aiylmethyl, 

alkynyl, alkenyl, aryl, heteroaryl or C I - C  o alkyl, where R17 is a c1- C10
 &W

 
Or

 

perfluoroalky), or is an optionally substituted aflyl, azylmethyl. aryl or heteroaiyl, and where 

A2 and R7 have the definitions given above; 

A18 end A19 each independently are hydrogen. a C1- C6 alkyl or perfluoroalkyL a3yl, 

15 heteroaryl or optionally substituted allyl, aiylmethyl, alkynyl or alkenyl, or R’S and R19 

taken together can form a three- to seven-membered ring optionally substituted with 

hydrogen. F, OR2, or NR7R8, where A2. A7 and A8 have the definitions given above; 

RP is a C1- C6 alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 

heteroaryl, 

20 A21 is hydrogen, a C1- C4 alkyl or optionally substituted allyl, auylmethyl, aryl or 

have the definitions given above; 
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CI. Br, OR8, NR2E7, a ci-c4 alkyl or perlialoalicyl, or is an 

optionally substituted allyl, aiyhnethyl, alkynyl, alkenyl, ai4 or heteroaryl, where R2, R7 and 

R8 have the definitions given above; 

:R241iSdrqgen,F, Br, Cl,, a Cj - C4 alkyl or perhaloalkyi, aryl, heteroarjl, CF3. 

S CF2OR,OI2OR,orOR, where RisaC1-C4 alkyl, except that R24 mum be 

cH3
 Who 

Z is 0. 0,R.R26 and R29 are all hydrogen ad R3, R27 and R28
 all

 areCH3; 

is hydrogen, a C1- C4 alkyl, F, Cl, Br, I, OR2. NR R7 or SR2. where R2 and R7 

have the definitions given above; 
27 and ft28 Æch independently arØ14r -aJCj -JCilkyior perfluoroalkyl, 

10 heteroaryl, optionally substituted ally1, lkynylora&enyl, or an aryl optionally 

substituted with hydrogen, F. Cl, Br, OR2 or NR2R7, or R27 and 0 taken together can 

form a three- to seven-membered ring optionally substituted with hydrogen, F, Cl, By, OR2 

or ?4ii, where R2 and R7 have the definitions given above. 

RP is hydrogen, 41-_-yC6allfo; an optionally substituted allyl, aiyhnethyl, aryl or 

15 heteroazyl; 

and R31 each independently are hydrogen, a C1- C6 alkyl or an optionally 

substituted allyl, azylmethyl, aryl or heteroaryl, or e and R31 taken together can form a 

three to seven-menibered ring optionally substituted with hydrogen, F, Cl. OR2 or NR2R7, 

where R2 and R7 have the definitions given above; 

20 
e2

 and e3 each independently are hydrogen, a C1 -C4 alkyl or an aryl optionally 

substituted with hydrogen, F, CI, Br, 010or NR2R7, or e2 and 0 taken together can 

form a three, to seven..mernbered ring optionally substituted with hydrogen, F, Cl. Br, OR2 

or NR2R7, where R2 and R7 have the definitions given above; 
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n is 0 or 1, 

YisOorS, 

vim 

1HINR or NCOR2, where R2 has the same definition given above; 

the wavy line in the compounds of formulas VII, Xli, Xlii and XVI represent an 

$ olefin bond in either the cia or trms configuration; and 

the dotted lines in the structures depict optional double bonds, except that when there 

is a C3 - C4 double bond in the nitrogen bearing ring of compounds of formula IL then R 
I
 

through R15 cannot all be hydrogen and R3, R9 and cannot all be methyl, and farther 

except when R 23 
is an SYL and 0 are all hydrogen, e is CH3 mid Z is NIOT 

10 then R2 cannot be a C1- C4 alkyl. 

15 

20 

25 

2. A compound according to claim 1, wherein the compounds of formulae I 

through XVII! comprise steroid receptor modulator compounds. 

3. A compound according to claim 2, wherein the compounds of fonnulae 1, n, 

III, IV, X and XI comprise PR antagonists. 

4. A compound according to claim 2, wherein the compounds of formulae V and 

VI comprise PR modulators. 

5. A compound according to claim 2, wherein the compounds of formulae VII, 

VUL XII, Xlii, M. XV and XVI comprise PR agonists. 

6. A compound according tp claim 2, wherein the compounds of formulae DC, 

XVI! and XVIII comprise AR modulators 

7. A compound according to claim 6, wherein the compounds of formulae IX 

and XVII comprise AR antagonists. 
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Problema TØcnico Planteado: La necesidad de incrementar los niveles de 
lipoproteina de alta densidad (HDL) del colesterol en plasma y reducir los 
niveles de lipoproteina de baja densidad (LDL) con el fin de tratar enfermedades 
cardiovasculares y ateroscierosis. 

Soluciôn: Derivados de quinolina y quinoxalina y composiciones que los 
contienen. 

IPC: A61  31/47; A61  3/04; A61   31/4709. 

3. De la solicitud de Patente 

a. Reivindicaciones (articulo 30 D 486) 

La reivindicaciôn I carece de concision debido a que presenta un nümero 
indeterminado de compuestos con variaciones estructurales significativas entre si 
por 10 que es imposible determinar si todos ellos poseen la actividad terapØutica 
que el solicitante les atribuye to cual no puede establecerse debido a que la 
descripciOn carece de informaciOn que soporte dicha actividad. 

Las reivindicaciones 8, 10, 11, 14 y 15 reclaman profÆrmacos de los compuestos, 
estos profÆrmacos carecen de soporte alguno en la descripciOn que le permita al 
experto en la materia obteneros ya que ni siquiera se establece la estructura de los 
mismos 

Por to anterior las reivindicaciones mencioriadas no cumplen con el requisito de 
definiciôn, claridad, concisiOn o sustento por la descripciOn de acuerdo al art. 30 de 
la DecisiOn 486.y/o art.22 Tratado PCT. 

4. Unidad de invención (articulo 25 D 486) 

La reivindicaciOn 14 reclama un kit para conseguir efecto terapØutico en un 
mamifero que comprende un envase y dos agentes terapŒuticos. Esta reclamaciOn 
corresponde a un concepto inventivo diferente al del resto de la solicitud ya que 
requiere el estudio del envase, su conformaciOn, y el establecimiento de la 
existencia en conjunto del envase con la sustancias. 

S. ExcepciOn a la patentabilidad (articulo 20 D486 literal d) 

La reivindicaciOn 9 reclama un procedimiento para tratar aterosclerosis. Esta 
reivindicaciOn no es patentable. 



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 presentaciôn de la solicitud prioritaria 28-03-2003 

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

NO Documento TItulo Fecha de publicación* 
- 

STEROID RECEPTOR 
Dl W096119458 MODULATOR COMPOUNDS 27-06-1996 

AND METHODS  

7. AnÆllsis de Patentabilidad (Art 14 D486) 

Novedad (Art 16 D486) 

1) Respecto a la solicitud en estudlo: 

La reivindicación 1 reclama compuestos de la formula (I): 

R4 R3 

R5C3 

R6 NR2 

R7 R1 

Formula I 

La reivindicaciOn 10 reclama una composiciôn farmacØutica que comprende 
una cantidad terapØuticamente eficaz de un compuesto de las 
reivindicaciones I a 8. 

La reivindicaciOn 11 reclama una combinaciôn farmacØutica que comprende 
un compuesto de la formula (I), y un segundo compuesto activo. 

La reivindicaciOn 15 reclama un compuesto de la fOrmula Ill 



R6 R\/(2)n 
R 

R6’ N )-,., R2 

QR10 

2) Respecto al estado de la TØcnica: 

DI divulga derivados de la formula: 

R24 R26 R3 

fy23
 

z td 28 
xrR27 

R22 rK -2 A-

Cuando en DI 
Y= oxigeno (pag 343) 
Z= 0, S 0 NH (pag 343) 
R3= aiquil, aiquinil, aiquenil, arilmetil. (pag. 340) 
R2227 = H; (pÆg 341-342) 
R28= aiquil C1-4, alquenil o aiquinil. (pig 342) 
R29= aiquil C1-6, alil. 

Se evidencia clue los compuestos reclamados en la presente solicitud ya se 
habian divulgado en Dl. En consecuencia las reivindicaciones 1-8 y 10-13 
no son nuevas. 

8. Conclusion 

Los requisitos de Patentabilidad de la presente Solicitud se encuentran 
afectados asi: 

No Documento Reivindicaciones afectadas Requisito quo afecta 

Dl WO 96/19458 1-8 
y 

10-13 Novedad 

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 la 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 concesiôn, se denegarÆ la patente. 


