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CLAIMS 

1. A compound of formula (1) 

wherein 

PCVUS2041024674 

R, is H, C 1-4 alkyl, or R4%N-(CO)-; each of R4 and % is independently C 1-5 

alkyl; 

R2 is H, F, Cl or C 1-4 alkyl; 

R3 is H or CIA alkyl, provided that where R3 is CIA alkYl, then R2. Is H; 

0 is -C--O-. or -(CH2),- where n = 0. 1. or 2; 

P = H, C 1-7 aCYI, or (C 1-6 alkoxy)carbonyl; 

WO 2(KL"112243 PCTIUS21-WW024674 
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Z is substituted or unsubstituted, and is selected from C 3-7 cycloalkyl, phenyl, 

5- or 6- membered heterocyclyl having 1 or 2 heteroatoms independently 

selected from N, 0, and S, a biaryl, a 9- or 1 0-membered fused bicyclyl or 

fused heterobicyclyt, wherein said fused heterobicyclyl has between I and 4 

heteroatoms independently selected from N, 0, and S; or apharmaceutically 

acceptable salt, thereof. 

2. A compound of claim 1, wherein R, is H. 

3. A compound of claim 1, wherein R2 is H, methyl, or ethyl. 

4. A compound of claim 1, wherein Q is -(CH2),r and n Is I or 2. 

5. A compound of claim 1, wherein Z is unsubstituted or 

independently substituted with between I and 3 substituents Independently 

selected from CIA alkox?, phertoxy. CIA alkyl, C3.6 cycloalkyl, halo, hydroxy, 

cyano, amino, CIA alkylthio, CIA alkylsulfonyl, CIA alkylsulfinyl, CIA aminoalkyl, 

mono and di (CIA alkyl)amino, phenyl, CIA alkylaminosuffonyi (SO2NH 
T, 

amino (CIA alkylsulfonyl) (NHS02R), di CIA alkylaminosulfinyll (SONHRR), CIA 

alkylamido (NHCOR), CIA alkylcarbamido (CONHR), and 5-6 membered 

heterocyclyl containing between I and 3 heteroatoms independently selected 

from N, S, and 0; and wherein the substituent(s) on Z can be further 

independently substituted with between I and 3 substituents independently 

selected from C14 alkoXy, CIA alkyl, halo, hydroxy, cyano, amino, mono- or di 

CIA alkylamino and C14 alkylthio. 

6. A compound of claim 1, wherein Z is selected from 4-substituted 

phenyl, 3,4-disubstituted phenyl, benzhydryl, substituted or unsubstituted 
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thiophene, biaryl, benzofuranyl, dihydrobenzofuranyl, 4-substituted pyridyl, 

benzo[bjthienyl, chromanyl, benzothlophenyl, indanyl, and naphthyl. 

7 A compound of claim 5, wherein Z is unsubstituted or substituted 

with between 1 and 2 substituents independently selected from methoxy, 

ethoxy, fluoro, chloro, methyl, ethyl, propyl, butyi and isopropyt. 

8. A compound of claim 1, wherein Z is biphenyl, 4-(3-

pyridyl)phenyl, 4-(2-thienyl)phenyl, 4-(IH-pyrazol-I-yl)phenyl, 2-(5-

phenyl)thlophenyl, (4-ethyl)phenyl, (4-propyl)phenyl, (4-mothoxy)phenyl, 

dihydrobenzofuran-5-yl, or dihydrobenzofuran-6-yl. 

9. A compound of claim 1, wherein R, is H; and R2 is H, methyl, 

ethyl, propyl, or isopropyl. 

10. A compound of claim I wherein Q is 4CH2)n-; n is I or 2; and R2 

is H, methyl or ethyl. 

11. A compound of claim 1, wherein P is H, C1.3acyt or (CI.3 

alkoxy)carbonyl. 

12. A compound of Claim 2, wherein R, is H; R2 is H, methyl, or ethyl; 

0 is -(CH2),,- and n is 1 or 2; and Z is 4-substituted phenyl, 3,44isubstituted 

phenyl, benzhydryt substituted or unsubstituted thiophene, biaryt 

benzofuranyl, dihydrobenzofuranyl, 4-substituted pyridyl, benzo[b]thienyl, 

chromanyl, benzothiophenA indanyl, and naphthyl. 

13. A compound of claim I wherein R, is H; R2 is H, methyl, or ethyl; 

wherein Z is 4-substituted phenyl, 3,4-disubstftuted phenyl, benzhydryl. 
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substituted or unsubstituted thiophene, biaryl, benzofuranyl, 

dihydrobenzofuranyl, 4-substttuted pyridyl, benzo[blthienyl, chromanyl, 

benzothiophenyl, indanyl, and naphthyl; and Z is unsubstituted or substituted 

with between I and 2 substituents independently selected from methoxy, 

ethoxy, fluoro, chloro, methyl, ethyl, propyl, butyl and isopropyl. 

14, A compound of claim 1, selected from 2-(3-[2-(2,3-Di*hydro-benzofuran-

5-y"thyq-lH-indol-4-yloxyl-f?-D-glucopyranoside; 2-(3-[2-(2,3-Dihydro-benzofuran-5 

yl)-ethylF1 -methyl- 1 H-indol-4-yioxy)-o-D-glucopyranoside; 2-j3-[2?(4-Methoxy-phenyi,’ 

ethyq-1 H-indol4-yloxyyfl-D-glucopyranoside; 2-13-(4-Ethyl-benzylyl H-indol-4-yloxyj-

fl-D-glucopyranoside; 2-[3-(4-Ethyl-benzyiyIH4ndol-4-yloxyl-&O-mothoxycarbonyi-o-

D-glueopyranoside; 2-13-(4-Ethyl-benzyl)-IH-indo?4-ytoxy]-6-0-ethokyearbonyi-p-D-

glueopyranoside; 2-[3-(4-Ethyl-benzylylH-indol-4-yloxyl-6-0-hexanoyl-f?-D-

glucopyranoside; 2-[3-(4-Mathyl-benzyl)-lH4ndol-4-yioxyl-f?-D-gluoopyranoside; 2-(3-

Biphenyl-4-ylmethyl-I H-indol-4-yfoxy)-f?-D-glucopyranoside; 243-(4-Ethoxy-benzyl)-

1 H4ndol-4-yloxy]-p-D-glucopyranoside; 2-[3-(4-MethylsuIfanyl-benzylYI H-indol-l-

yloxyl-fkD-glucopyranoside; 2-[3-(4-Ethyl-benzyl)-6-methyl-IH-indoV4-y?Wl-f?-D-

glueopyranoside; 2-[3-(4-Thiophen-3-yl-benzyl)-1 H-indol-4-yloxy]-13-D-

glucopyranoside; and 2-[3-(4-Pyridln-3-yl-benzylYI H4ndo"-yloxy]-P-D-

glucopyranoside. 

15. A compound of claim 1, selected from 2-(3-[2-(2,3-Dihydro-benzofuran-

5-yi)-ethyq-IH4ndol4-yloxy)-6-0-acetyl-f?-D-glucopyranoside; 2-13,(2-

Benzo[1,3jdioxoI-5-yl-ethylYI H4ndol-4-yloxy]-f?-D-glucopyranoside’. 2-(3-[2-(2,3-

Dihydro-benzo[1,4]dioxin-")-ethyq-1 H-indol-4-yloxy)-"Iucopyranoside; 2-13-(2-

Naphthalen-2-yi-ethyl)-1 H4ndol-4-yloxy]-p-D-glueopyranoside; 2-(3-[2-(4-Ethoxy-

phenylyethyq-IH-indol4-yloxy)-p-D-glueopyranoside; 2-(3-[2-(4-Methoxy-phenyl)-

ethy"-methyl-IH4ndol-4-yloxy)-o-D-glucopyranoside; 2-[3-(3-Fluoro-4-methyl-
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21. A pharmaceutical composition, comprising a compound selected 

from claim 18 orl 9. 

22- A method for treating diabetes in a mammal, said method 

comprising administering to a mammal in need of treatrnent an effective 

amount of a pharmaceutical composition of claim 18 or 19. 

23. A method of claim 22, wherein said diabetes is type I I diabetes. 

24. A method for lowering serum glucose in a mammal, said method 

comprising administering to a mammal in need of treatment an effective 

amount of a pharmaceutical =nposition of claim 18 or 19. 

25. A method for treating impaired glucose tolerance in a mammal, 

said method comprising administering to a mammal in need of treatment an 

effective amount of a pharmaceutical composition of claim 18 or 19. 

26. A method for treating or inhibiting impaired glucose tolerance in a 

mammal, said method comprising administering to a mammal in need of 

treatment an effective amount of a pharmaceutical composition of claim 18 or 

19. 

27. A method for reducing the body mass index, body weight or 

percentage body fat in a mammal, said method comprising administering to a 

mammal in need of treatment an effective amount of a pharmaceutical 

composition of claim 18 or 19. 

- 102 - 

28. A method of claim 27, wherein said reduction of body mass index 

is a method for treating obesity or an overweight condition. 

29. A method for treating diabetes or Syndrome X, or associated 

symptoms or complications thereof in a subject comprising 

(a) administering to said subject a jointly effective amount of a compound of 

formula (1); and 

(b) administering to said subject a jointly effective amount of an antidiabetic; 

agent, 

said co-administration being in any order and the combined jointly effective 

amounts providing the desired therapeutic effect. 

30. A method for treating diabetes or Syndrome X, or associated 

symptoms or complications thereof in a subject, comprising 

(a) adrninistering to said subject a jointly effective amount of a cornprnd Of 

formula (1); and 

(b) administering to said subject a jointly effective amount of a second 

antidiabetic agent 

said co-administration being in any order and the combined jointly effective 

amounts providing the desired therapeutic effed. 

31. The method of claim 29 or 30, wherein the diabetes or Syndrome 

or associated symptoms or complications thereof Is selected from IDDM, 

NIDDM, IGT, IFG, obesity, nephropathy, neuropathy, retinopathy, 
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atherosclerosis, polycystic ovarian syndrome, hypertension, ischemia, stroke, 

heart disease, irritable bowel disorder, inflammation, and cataracts. 

32. The mediod of claim 29 or 30 wherein the diabetes or Syndrome 

X, or associated symptoms or complication thereof is IDDM. 

33. The method of claim 29 or 30, wherein the diabetes or Syndrome 

X. or associated symptoms or complications thereof is N I DDM. 

34. The method of claim 29 or 30. wherein the diabetes or Syndrome 

X. or associated symptoms or complications thereof is IGT or IFG. 

35. The method of claim 29 or 30, further comprising administering to 

said subject a jointly effective amount of a third antidiabetic agent. 

36. The method of claim 34, wherein the third antidiabetic agent is 

selected from 

(aa) insulins, 

(bb) insulin analogues; 

(cc) insulin secretion modulators, and 

(dd) insulin secretagogues. 

37. The method of claim 29 or 30, wherein the compound of formula 

(1) is an SGLT inhibitor. 

38. The method of claim 37, wherein the compound of formula (1) is 

an SGLT1 inhibitor. 

WO 20051012243 K-TIUSM14A124674 
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39. The method of claim 37, wherein the compound of formula (1) is 

an SGLT2 inhibitor. 

40. The method of claim 37, wherein the compound of formula (1) is a 

compound of formula (1) or an optical isomer, enantlomer, diastereomer, 

racemate or racemic mixture thereof, ester, prodrug form, or a pharmaceutically 

acceptable salt thereof. 

41. The method of claim 29 or 30, wherein the jointly effective amount 

of an SGLT inhibitor is from about 10 to iOGO mg. 

42. The method of claim 29 or 30, wherein the jointly effective amount 

of an SGILT inhibitor is an amount sufficient to reduce the plasma glucose 

excursion following a meal. 

43. A method for inhibiting the onset of diabetes or Syndrome X, or 

associated symptoms or complications thereof in a subject, said method 

comprising 

(a) administering to said subject a jointly effective amount of compound of 

formula (1); and 

(b) administering to said subject a jointly effective amount of a second 

anddiabetic agent, 

said co-administration being In any order and the combined jointly effective 

amounts providing the desired prophylactic effect. 

44. The method of claim 43, wherein said onset is from pre-diabetic 

state to NlDDM-



r4 
K_ 

WO AWSM12243 

- 105 - 

PCTIUS241(14AI24674 

45. A pharmaceutical composition comprising a compound of formula 

(1), a second antidiabetic agent, and a pharmaceutically acceptable carrier. 

46. A process for formulating a pharmaceutical composition, 

comprising formulating together a compound of formula (1), a second anfi-

diabetic agent, and a pharmaceutically acceptable carrier. 

47. A process for making a pharmaceutical composition comprising 

mixing one or more compound of formula (1) in combination with a second 

antidiabetic agent for the preparation of a medicament for treating a condition 

selected from IDDM, NIDDM, IGT, lFG, obesity, nephropathy, neuropathy, 

refirtopathy, atherosclerosis, polycystic ovarian syndrome, hypertension, 

ischemla, stroke, heart disease, irritable bowel disorder, inflammation, and 

cataracts. 

48. A method for inhibiting the progression of a prediabetic condition 

in a subject to a diabetic condition, comprising 

(a) administering to said subject a jointly effective amount of compound of 

formula (1); and 

(b) administering to said subject a jointly effective amount of an antidiabetic 

agent, 

said co-administration being in any order and the combined jointly effective 

amounts providing the desired inhibiting effect. 

49. The method of claim 48 wherein said condition is IGT or IFG. 

WO 2005/41112243 

- 106 - 

PCT/US2004/024674 

50. The method of claim 48 wherein said inhibiting of the progression 

of a prediabetic oondition is prevention of the progression of the prediabetic 

condition to a diabetic condition. 

51. The method of claim 48, wherein the compound of formula (1) is 

an SGLT inhibitor. 

52. The method of claim 48, wherein the compound of formula (1) 

optionally has one or more hydroxyll or diol protecting groups, or is an optical 

isomer, enantiomer, diastereorner, racemate or racemic mixture, ester, prodrug 

form, or a pharmaceutically acceptable salt thereof. 
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Como resultado del examen de fondo, realizado con fundamento en el articulo 45 de 
la Decisi6n 486 de la Comisi6n de la Comunidad Andina, se le comunica: 

1. Documentos estudiados 

Descripci6n: Folios 5-120 corno se radic6 inicialmente 
Reivindicaciones: Folios -121-133 como se radic6 inicialmente 

2. Objeto do la.invenci6n 

Titulo do la solicitud: INDOL-0-GLUCOSIDOS SUSTITUIDOS (folio 1) 

El problema t6cnico planteado en la solicitud estA relacionado con la necesidad de 
obtener nuevos compuestos antidiab6ticos, Otiles para tratar diabetes, sfndrome X 
(de resistencia a la insulina) y condiciones asociadas (folio 10; p6g. 5). 

Para solucionar este problema t6cnico la solicitud en estudio proporciona en: 
Reivindicaciones 1 -19: un compuesto de f6rmula (1) 6 una sal farmac6uticamente 
aceptable del mismo. 
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Reivindicaciones 20-21: una composici6n farmac6utica que comprende un 
compuesto de formula (1). 

Reivindicaciones 22-44 y 48-52: relacionadas con m6todos de tratamiento. 

Reivindicaci6n 45: una composici6n farmac6utica que comprende un compuesto de 
formula (1), un segundo agente antidiab6tico y un portador farmac6uticamente 
aceptable. 

Reivindicaciones 46-47: procedimientos para formular y hacer una composici6n 
farmac6utica de un compuesto de formula (1), un segundo agente antidiab6tico y un 
portador farmac6uticamente aceptable. 

Clasificaci6n Internacional de Patentes (IPC): A61 K 31/404, A61 K31/70, C07H17/00, 
A61 P3/1 0. 

3. Excepci6n a la patentabillidad (articuld 20 D486 literal d) 

Las reivindicaciones 22-44 y 48-52, relacionadas con m6todos de tratamiento, est6n 
exceptuadas de patentabilidad de acuerdo con el artfculo anterior; por lo que es 
recomendable eliminarlas del alcance de la solicitud. 

4. Determinaci6n del Estado do la T6cnica 

Considerando que la fecha de presentaci6n de la primera solicitud de patente es 20-
06-2006, se buscaron documentos del estado de la t6cnica relacionados, con fecha 
de publicaci6n anterior a 6sta. 

NO Documento Titullo 
Fecha do 

publicaci6n 

DI W02005012243 Substituted indole-0-glucosides 10-02-2005 

Anterioridad D1 en folios 166-172. 

5. AnAlisis do patentabilidad (articulo 14 D486) 

5.1. Novedad (artfculo 16 D486) 

Se solicita un compuesto de f6rmula (1) 6 una sal farmac6uticamente aceptable del 
mismo (reivindicaciones 1-19), una composici6n farmac6utica que lo contiene 
(reivindicaciones 20-21), otra composici6n farmac6utica que lo contiene junto con un 
segundo agente antidiab6tico (reivindicaci6n 45) y procedimientos para formular y 
hacer una composici6n farmac6utica de un compuesto, de formula (1), un segundo 
agente antidiab6tico y un portador farm ac6utica mente aceptable (reivindicaciones 
46-47). 

Comparando elemento por elemento el objeto de la solicitud con el estado de la 
t6cnica mcis cercano, esta Oficina encuentra que: 
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SOLICITUD D1 

Un compuesto de f6rmula (1) o una sal Un compuesto de f6rmula (1) o una sal 
farmac6uticamente aceptable del mismo. farmac6uticamente aceptable del mismo. 

Q-Z Q-Z 

R2,, R2,-, 

PO PO

---H

 

OH 
OH 

R1 -R3, P, Q y Z segOn capitulo reivindicatorio. 
3 R’-R , P, Q y Z: iguales a los de la solicitud 

(folios 167-169; p6g. 95-100, 
reivindicaciones 1-19). 

Una composici6n farmac6utica que contiene Una composici6n farmac6utica que 
un compuesto de formula (1). contiene un compuesto de formula (1) 

(folios 169-170; p6g. 100-101, 
reivindicaciones 20-21). 

Una composici6n farmac6utica que contiene Una composici6n farmac6utica que 
un compuesto de formula (1) junto con un contiene un compuesto de formula (1) junto 
segundo agente antidiab6tico. con un segundo agente antidiab6tico (folio 

172; p6g. 105, reivindicaci6n 45) 
Procedimientos para formular y hacer una Procedimientos para formular y hacer una 
composici6n farmac6utica de un compuesto composici6n farmac6utica de un 
de formula (1), un segundo agente compuesto de formula (1), un segundo 
antidiab6tico y un portador agente antidiab6tico y un portador 
farmac6uticamente aceptable farmackticamente aceptable (folios 172; 

. p6g. 105, reivindicaciones 46-47). 

Que D1 ya divulga la misma materia reclamada en la solicitud tal como se sehala en 
el cuadro comparativo; por lo que el compuesto, de formula (1), la composici6n 
farmac6utica que lo contiene, la otra composici6n que lo contiene junto con otro 
agente antidiab6tico y los procedimientos para formular y preparar esta 61tima 
composici6n, no cumplen el requisito de novedad. 

6. Conclusi6n 

Los requisitos de patentabiliclad de [a presente solicitud se encuentran afectados, as!: 

NO Documento NO 
Reivindicaciones 

Requisito que afecta, 
afectadas 

D1 W02005012243 1-21 y 45-47 Novedad 

En cumplimiento del articulo 45 de la Decisi6n 486 de [a Comisi6n de la Comunidad 
Andina, se, le indica que debe dar respuesta dentro del t6rmino de sesenta dias 
contados a partir de la fecha de notificaci6n dq la presente, comunicaci6n. En caso 
de no dar respuesta al presente requerimiento, o si a pesar de [a respuesta 
subsistieran los impedimentos para la concesi6n, se denegar6 la patente. 
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Notiffquese el presente oficio conforme a lo dispuesto en el articulo 8 de la 
resoluci6n reglamentaria NojDTO del 15 de enero de 2001, advirtiendoque contra 
61 no procede recurpo a1gy6o eo la via gubernativa. 

ALIX CARMEN-Ok CESPEDES DE VERGEL 
Jefe de Divisi6rYde Nuevas Creaciones 

El anterior requerimiento fue notificado por fijaci6n en lista, de fecha 
ROO 

CONCEPTO TECNICO EXAMINADOR TECNICO 
No. 2752 C6digo No. 202079 
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