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(57) ABSTRACT 

The present invention relates to pharmaceutical composi-
tions, which contain a HMG-CoA reductase inhibitor 
selected from the group consisting of pravastatin, simvas-
tatin, !ovastatin, pitavastatin and ZD-4522 and an angin-
tensin II receptor antagonist and optionally further contain a 
calcium channel blocker. ’Ihe compositions are for preven-
tion or treatment of cardiac failure 
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MEDICINAL COMPOSITIONS FOR THE 
PREVENTION OR TREATMENT OF CARDIAC 

FAILURE 

[0001] This is a Continuation Application of PCT/Jl’l 0/ 
07437 filed Aug. 29, 2001, which is incorporated herein by 
reference in its entirety. 

BACKGROUND OF THE INVENI’ION 

[0002] The present invention relates to pharmaceutical 
compositions for the prevention or treatment of cardiac 
failure, the prevention of ischemic coronary heart disease or 
the prevention of the recurrence of ischemic coronary heart 
disease, said pharmaceutical compositions containing a 
IIMG-CoA reductase inhibitor selected from the group 
consisting of pravastatin, sirnvastatm, lovastatin, pitavasta-
tin and ZD-4522 and an angiotensin II receptor antagonist 
and optionally further containing a calcium channel blocker. 

[0003] The present invention also relates to methods for 
the Prevention or treatment of cardiac failure, the prevention 
of ischemic coronary heart disease or the prevention of the 
recurrence of ischemic coronary heart disease, said methods 
comprising administering to a warm-blooded animal (par-
ticularly a human) in need of such treatment or prevention 
a pharmacologically effective amount of a pharmaceutical 
composition that contains a HMG-CoA reductase inhibitor 
selected from the group consisting of pravastatin, simvas-
tatin, lovastatin, pitavastatin and ZD-4522 and an angio-
tensin TI receptor antagonist and optionally further contains 
a calcium channel blocker. 

[0004] HMG-CoAreduc.tase inhibitors such as pravastatin 
are well known as an anti -hype rlip:idemic agent (for 
example, U.S. Pat. Nos, 4,346,227, 4,444,784, 4,231,938, 
5,856,336, 5,260,440 and the like) and such medicaments 
have been placed on the market. 

[0005] Angintensin II receptor antagonists are well known 
as an antihypertensive agent (for example, U.S. Pat. Nos. 
5,138,069, 5,196,444, 5,616,599 and the like) and a lot of 
such medicaments have been placed on the market. 

[0096] Calcium channel blocker are well known as an 
antihypertensive agent (for example, U.S. Pat, Nos. 3,485, 
847, 3,985,758, 4,572,909 and the like) and a lot of such 
medicaments have been placed on the market. 

[0007] A pharmaceutical agent containing an angiotensin 
II acceptor antagonist and a pyridine derivative having 
HMG-CoA reductase inhibitory activity (particularly for 
circulatory system disease, Japanese Patent Application 
Publication number No. Hei 9-323940), a pharmaceutical 
composition containing an angiotensin IT acceptor antago-
nist and a 1-IMG-CoAreductase inhibitor (particularly a drug 
for arteriosclerosis, Japanese Patent Application Publication 
No, Flei 10-81633), a pharmaceutical composition contain-
ing amlodipine and atorvastatin (particularly a heart disease 
risk factor inhibitor, WO Publication No. 99/11259), a 
pharmaceutical composition containing atorvastatin and an 
antihypertensivc agent (particularly a heart disease risk 
factor inhibitor, WC) Publication No. 99/11260), a pharma-
ceutical composition containing amlodipine and a Stalin 
derivative (particularly a heart disease risk factor inhibitor, 
WO, Publication No. 99/11263) and the like are known as 
combination agents comprising these medicantents. 
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[0008] A pharn.iaccutical composition for the prevention 
Or treatment of cardiac failure, the prevention of isc.hemic 
coronary heart disease or the prevention of the recurrence of 
ischemic coronary heart disease, said pharmaceutical com-
positions containing a particular l-{MG-CoA reductase 
inhibitor such as pravastatin and an angintonsin [I receptor 
antagonist have not previously been disclosed. 

BRIEF SUMMARY OF THE INVENTION 

[0009] The inventors have made a great effort to study 
pharmaceutical compositions containing a HMG-(loA 
reductase inhibitor, angiotensin II receptor antagonist and/or 
a calcium channel blocker for many year,.; and found that a 
pharmaceutical composition containing particular pharma-
ceutical agents exhibit excellent left ventriclar hypertrophy 
inhibition activity and are useful pharmaceutical composi-
tions for the prevention or treatment of cardiac failure, the 
prevention of ischemic coronary heart disease or the pre-
vention of the recurrence of ischemic coronary heart disease. 

[0010] The present invention provides pharmaceutical 
compositions for the prevention or treatment of cardiac 
failure, the prevention of ischcrnic coronary heart disease or 
the prevention of the recurrence of ischemic coronary heart 
disease, said pharmaceutical compositions containing a 
IIMG-CoA reductase inhibitor selected from the group 
consist iitg of pravastatin, simvastatin, lovastatin, pitavasta-
tin and ZD-4522 and an angiotensin II receptor antagonist 
and optionally further containing ti calcium channel blocker. 

[0011] The present invention also relates to meihuds for 
the prevention or treatment of cardiac failure, the prevention 
of ischemic coronary heart disease or the prevention of the 
recurrence of ischemic coronary heart disease, said methods 
comprising administering to a warm-blooded animal (par-
ticularly a hrimitrt) in need of such treatment or prevention 
a pharmacologically effective amount of a pharmaceutical 
composition that contains a HMG-(OA reductase inhibitor 
selected from the group consisting of pravastatin, sitnvas-
latin, lovastatin, pitavastatin and ZD-4522 and an angio-
tensin 11 receptor antagonist and optionally further contains 
a calcium chaoel blocker. 

[0012] The pharmaceutical composition of the present 
invention, which is for the prevention or treatment of cardiac 
failure, the prevention of ischemic coronary heart disease or 
the prevention of the recurrence of ischemic coronary heart 
disease, contains as active ingredients a HMG-CoA reduc-
tase inhibitor selected front the group consisting of pravas-
tatin, simvastatin, lovastatin, pitavastatin and ZD-4522 and 
an angiotensin IT receptor antagonist and optionally further 
contains a calcium channel blocker, 

[001.3] An active ingredient of the pharmaceutical corn -
position is a HMG-CoA reductase inhibitor selected from 
the group consisting of pravastatin, simvastatin, lovastatin, 
pilavastatin and ZD-.4522; preferably pravastatin, simvrista-
tin, pitavastatin or Zl’)-4522; more preferably pravastatin, 
simvristatjn or 2D-4522; still more preferably pravastatin Or 
simvastatin; and most preferably pravastatin. 

DETAILED DESCRIPTION OF THE 
INVENTION 

[0014] The present invention provides a pharmaceutical 
composition Comprising an HMG-CoA reductase inhibitor 



US 2003/01.81500 AL 
2 

and an angiotcnsin 11 receptor antagonist, Optionally, the 
composition contains a calcium channel Mocker. 

[00.15] The chemical formulae of the HMG-CoAreduclase 
inhibitors are shown below: 

Pravnstatiii 

Sinwasia in 

I. ova stntin 

ZD-4522 
(ttuvastatia 
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-continued 
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[0016] Pravastatin is disclosed in the specifications of 
Japanese Patent Application Publication No. Sho 57-2240, 
U.S. Pat, No. 4,346227 and the like and is (+)-(3R,5R)-3, 
5-dihydroxy-7-[(1S,2S,6S.SS,SaR)-6-hydroxy-2-methyl-8-
[(S)-2-methylhuiyryloxy]-i,2,6,7,8,8a-hexahydro-1-nsph-
thyl]heptauoic acid. In the present invention the term 
pravastati[t" is intended to include its lactone ring closure 

fnrw and its pharmacologically acceptable salts (the sodium 
salt of pravastatin and the like). 

[0017] Sinivastatin is disclosed in the specifications of 
Japanese Patent Application Publication No. Sho 
56-122375, US, Pat, No. 4,444,784 and the like and is 
(+)-(IS,3R,7S,SS,SaR)-1,2,3,7,8,8a-hexahydro-3,7-dim-
ethyl-8-[2-[(2R,4R)-tetrahydro-4-hydroxy-6-oxo-2H-py-
ran-2-yflcthyl]- i-n aphthyl]2,2-dimethylhutylate. In the 
present invention the term "siirrvastatin" is intended to 
include its lactone ring open form and pharmacologically 
acceptable salts of the lactone ring open form (the sodium 
salt and the like), 

[0018] l.ovastain is disclosed in the speciuicatiot.is of Japa-
nese Patent Application Publication No. Sho 57-163374, 
U.S. Pat. No. 4,231,938 and the like and is (+)-(1S,3R,7S, 
8S,SaR)-1,2,3,7,8,8a-hexahydro-3,7-diniethyl-8-[2-[(2R, 
IR)-tctrahydro-4-hydroxy-6-oxo-2F1-pyran-2-yl]ethyl]-1-
naphthyl](S)-2-oicthylhutylate. In the present invention the 
term lovastatin" is intended to include its lactone ring open 
form and pharmacologically acceptable salts of the lactone 
ring open form ((ht sodium salt and the like). 

[0019] Pitavastain is disclosed in the specifications of 
Japanese Patent Application Publication No. He 1-279866, 
U.S. Pat, No. 5,856,335 and the like and is (3R,5S,6E)-7-
[2-cyclopropyl-4-(4-fluorophenyl)-3-qriinolyl]-3,5-dihy-
ctroxy-6-1ieptanoic acid. In the present invention the term 

pita vastat it" is intended to include its lactone ring closed 
form and its pharmacologically acceptable salts (the calcium 
salt and the like). 

[0020] ZD-4522 (Rosuvastatin) is disclosed in the speci-
fications of Japanese Patent Application Publication No, Hei 
5-178841, US. Pat, No. 5,260,440 and the like and is 
(+)-(3R,5S)-7-[4-(4-fluaropbc.nyl)-5-isopropyl-2-(N-me-
thyl-N-mcthaneaulfonylaniino)pyridin-5-yl]-3,5-dihydroxy-
6(E)-hcptanoic acid. In the present invention the term "ZI)-
4522 (Rosuvastatin)" is intended to include its lactone ring 
closed form and its pharmacologically acceptable salts (the 
sodium salt, calcium salt and the like). 

[0021] An active ingredient of the pharmaceutical com-
position of the present invention is an angiotensin II receptor 
antagonist Typical examples of such antagonists are 
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minni pvruvic acid, 5 rnrnol HEPES, and 20 U/i insulin was 
used. After the solution described abnvc was perfused for 5 
Din to equilibrate, the perfusing solution was changed to 
Krebs-Henseleit solution not containing Ca", and further 
perfused for five minutes. TI-ten collagenase B (1 mg/ml, 
Boehrir.:ger Mannheim Corp., Indianapolis, Intl. USA) was 
added to the perfusing solution. After perfusion with the 
solution containing collagenase B for 10-15 mm, the poly-
ethylene eannula was removed from the heart and the 
non-digested infarction area removed. The left ventricle 
involving the ventricular septum was recovered and dis-
sented in oxygenated Kraft-Brule buffer solution (jail: 7.2) 
containing 70 mmol glutamic acid, 25 mmol KI, 10 mmol 
K..l-1PO4, 10 mmol oxalic acid, 10 mmol taurine, 11 mmol 
glucose, 2 mmolpyruvic acid, 2 nimol ATP, 2 mntol creatine 
phosphate. 10 aimol HEPES and S mmoi MgCl The 
obtained cell suspension solution was filtrated to remove the 
massive tissue. The mass of the cardiac cells in the adjacent 
area to the infarction was traced for determination under a 
phase-contrast microscope. The obtained masses of the 
cardiac muscle cells in adjacent areas to the infarction are 
presented in Table 2. 

TABLE 2 

Mass of carlitac mo.ictti cetta LO adjacent area to 
Group the infraction (am) 

contort 2,733 
contrOl 3,812 
2-I group 3.353 
2-11 gloup 2,940 
2-111 group 2,442 

[0095J from the present results, the size of the cardiac 
muscle cells in the adjacent area to the infrctiort was 
retracted by 760 am in group 2-I (pravastatin-adm inistered 
group), 872 am2 in group 2-11 (olmesartan-adrninistercd 
group), and 1,370 pm-in group 2-I11 (pravastatin plus 
olmesartan-administered group) versus control rats. Thus 
the most significant ameliorating effects were observed in 
group 2-111 (pravastatin plus olmesartan administered 
group). It is clear that combined administration of oltri-
esartari and pravastatin significantly retracts the size of the 
affected cardiac muscle cells versus each compound used 
alone, and furthermore, combined administration decreases 
the sizes of the cells more significantly than that observed in 
the normal group. 

t-crrnnttion example :1 toblel 

tosartan 50.0 rag 
praVoorotin .dt urn raiL 10. C  org 
arnlCLirpure 5.0 n-is 
lactose t38.0 org 
coon storeS 25.0 mg 
rnagneuirrnr stearalc 2.2 pig 

2111.0 ring 

[0096] The powdery ingredients listed above are blended 
and tabletted usittg a tablet machine to give a tablet (200 
Mg). 
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Forirrotatton oxairsple 2 ulblet 

icuartan 50.0 in, 
p’aactatirt sodiiiina rait 10.0 nrp 
lactose 123.0 nlg 
cciii starch 25.0 nig 
rrsagoosturmn. aliratate 2.0 mg 

200.0 rag 

[0097] The powdery ingredients listed above are blended 
and tabletted using a tablet machine to give a tablet (200 
Mg). 

Fntintilalia a example 3 tahl. 

otmeaartarr 5.0 mg 
pravastatin soc0ttjn salt 10.0 rag 
lacLosv 55.0 mg 
orion starch 25.0 mg 
magLicsituirl atearitte 2.0 mg 

200.0 mg 

[0095] The powdery ingredients listed above are blended 
and rabletted using a tablet machine to give a tablet (200 

Mg), 

What is claimed is: 
1. A pharmaceutical composition for the prevention or 

treatment of cardiac failure, for the prevention of ischemic 
coronary heart disease or for the prevention of the recur-
rence of ischemic coronary heart disease, said pharmaceu-
tical composition comprising a pharmaceutically acceptable 
carrier in combination with effective amounts of a lIMO-
CnA reductase inhibitor selected from the group consisting 
of pravastatin, Sinivastaliti, lovastatin, pitavastatin and 
ZD-4522; of an angiotensin II receptor antagonist; and 
optionally of a calcium channel blocker. 

2. A pharmaceutical composition according to claim 1 
whcrein said HMG-CoA reductase inhibitor is lovastatm. 

3. A pharmaceutical composition according to claim 1 
wherein said IIMO-CoA reductase inhibitor is pitavastatin. 

4. A pharmaceutical composition according to claim 1 
wherein said HMG- CoA rcductasc inhibitor is selected from 
the group consisting of ZD-4522. 

5. A pharmaceutical composition according to claim It 

wherein said l-lMG-CoA reductase inhibitor is simvastatin. 
6. A pharmaceutical conl posit ioti according to claim 1 

wherein said HMG-CoA reductase inhibitor is pravastat. 
7 A pharmaceutical composition according to claim I 

wherein said angintensin II receptor antagonist is a biphe-
oyltetrazole compound or a biphenyl carboxylic acid com-
pound. 

S. A pharmaceutical composition according to claim 1 
wherein said angiotensin 11 receptor antagonist is selected 
from the group consisting d losarLan, irbesartan, valsartan, 
candesartan, olmesartan and telmisartan. 

9. A pharmaceutical composition according to claim 1 
wherein said angiotensimi 1.1 receptor antagonist is irbesartan. 

10. A pharmaceutical composition according to claim I 
wherein said angiotensin II receptor antagonist is telmnisar-
tan. 
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H. A pharmaceutical composition accordmg to claim 6 
wherein said angiotensin 11 receptor antagonist is cande-
sartan. 

12. A pharmaceutical composition according to claim 6 
wherein said angiotensin II receptor antagonist is vaisartan. 

13. A pharmaceutical composition according to claim 6 
wherein said angiotensin II receptor antagonist is losartan. 

14. A pharmaceutical composition according to claim 6 
wherein said angiotensin II receptor antagonist is nim.. 
esartan. 

15, A pharmaceutical composition according to claim S 
comprising said calcium channel blocker and wherein said 
calcium channel blocker is selected from the group consist-
ing of nifedipinc, nicardipine, amlodipine, azelnidipine and 
manidipinc. 

16. A pharmaceutical composition according to claim 1 
comprising said calcium channel blocker and wherein said 
calcium channel blocker is nicardipine. 

17. A pharmaceutical composition according to claim I 
comprising said calcium channel blocker and wherein said 
calcium channel blocker is azelniclipine. 

18. A pharmaceutical composition according to claim 1 
comprising said calcium channel blocker and wherein said 
calcium channel blocker is amlodipine. 

19. A pharmaceutical composition according to claim 1 
comprising said calcium channel blocker and wherein said 
calcium channel blocker is muaniclipine. 

20. a pharmaceutical composition according to claim 1 
comprising said calcium channel blocker and wherein said 
calcium channel blocker is nifedipinc. 

21. A pharmaceutical composition according to claim 1 
wherein said IIMG-CoAreductase inhibitor is selected from 
the group consisting of pravastatin, simvastatin, pitavastatin, 
and ZD-4522;said angiolensin II receptor antagonist is a 
biphcnyltetrazole compound and said calcium channel 
hlockr is selected from the group consisting of nifedipine, 
nicardipine, amlodipine, azelnidipine and manidipine. 

22, A pharmaceutical composition according to claim 21 
wherein said T-TMG-CoA recliactase inhibitor is pravastatin. 

23. A pharmaceutical composition according to claim 1 
wherein said IIMG-CoA reductase inhibitor !,,-,.selected front 
the group consisting of pravastatin, lovastatin and Z12-4522 
and said angiotensin II receptor antagonist is selected from 
the group consisting of losartan, irhesartan, valsartan, can-
desartan, olrnesart-an and telmisartan, said pharmaceutical 
composition further containing said calcium channel blocker 
which is selected from the group consisting of nifedipine, 
nicardipine, amlodipine, azetnidipinc and manidipine. 

24. A method for the prevention or treatment of cardiac 
failure, said method comprising administering to a warm-
blooded animal in riced of such prevention or treatment 
pharmacologically effective, amounts of a I-IMG-CoAre.duc-
tasc inhibitor selected from the group consisting of pravas-
tatin, simvastatin, lovastatin, pitavastatin and ZD-4522;of an 
angiotensin ti receptor antagonist; and optionally, of a 
calcium channel blocker. 

25. A method according to claim 24 wherein said warm-
blooded animal is a human. 

26. A method according to claim 25 wherein said 1-1MG-
CoA reduct sac inhibitor is simvastatin, 

27. A method according to claim 25 wherein said 1-1MG-
CoA reductase inhibitor is ZD-4522. 

28. A method according to claim 25 wherein said 11MG-
CoA reductase inhibitor is pravastatin. 
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29. A method according to claim 25 wherein said HMG-
COA reductase inhibitor is lovastatin. 

30. A method according to claim 25 wherein said 1-1MG-
CoA reductase inhibitor is pitavastatin. 

31. A method according to claim 25 wherein said angio-
tensin Ii receptor antagonist is a hiphenvitotrazole com-
pound or a biphenyl carboxylic acid compound. 

32. A method according to claim 31 wherein said angio-
tensin II receptor antagonist is selected from the group 
consisting of losartan, irhesartan, vaistirtan, candesar’an, 
olmcsartan IMd telmisartan. 

33. A method according to claim 32 wherein said angio-
ttnSifl It receptor antagonist is irbesartan. 

34. A method according to claim 32 wherein said angio-
tensin II receptor antagonist is candesarian. 

35. A method according to claim 32 wherein said angio-
tensin II receptor antagonist is va,lsartan. 

36. A method according to claim 32 wherein said angio-
tensin II receptor antagonist is losarlan. 

37. A method according to claim 32 wherein said angio-
tensin tI receptor antagonist is olmesartan. 

38. A method according to claim 32 wherein said angio-
tensin II receptor antagonist is telmisartan, 

39. A method according to claim 32 wherein said calcium 
channel blocker is administered and wherein said calcium 
channel blocker is selected from the group consisting of 
nifeilpine, nicardipine, amlodipine, azolnidipine and mani-
dipine. 

40. A method according to claim 25 wherein said calcium 
channel blocker is administered and wherein said calcium 
channcl blocker is selected from the group consisting of 
nicardipine, nifedipine, amlodipine, manidipine and azelni-
dipine. 

41. A method according to claim 25 wherein said HMG-
CoA reductase inhibitor is pravastatin and said angiotensin 
II receptor antagonist is selected from the group consisting 
of losartao, canclesartan and olmesartan and said optional 
calcium chaouel htocker is nicardipinc, amlodipine or 
azein lupine. 

42. A method according to claim 41 wherein said calcium 
channel blocker is administered. 

43. A method according to claim 42 wherein said 1-1MG-
CoA reductase inhibitor is pruvastatin, said angiotensin Il 
receptor antagonist is olmesartan, and said calcium channel 
Mocker is arniodipine or a7elnidipirae. 

44. A method according to claim 25 wherein said 11MG 
CtoA reductase inhibitor is pravastatin and said angiotensin 
Il receptor antagonist is olmesartan. 

45. A method for the prevention of ischeniic coronary 
heart disease or for the prevention of the recurrence of 
ischemic coronary heart disease, said method comprising 
administering to a warm-blooded animal in need of such 
prevention pharmacologically effective amounts of a HMG-
CoA rcductasc inhibitor selected tTromn the group consisting 
of pravastatin, simvastatin, lovastatin, pitavastatin and 
ZD-4522;of an sogiotensin II receptor antagonist, and 
optionally of a calcium channel blocker. 

46. A method according to claim 4.5 wherein said warm-
blooded animal is a human. 

47. A method according to claim 46 wherein said 1-1MG-
CoA reductae inhibitor is pitavastatin. 

48. A inetlirot according to claim 46 wherein said 1-1MG-
Co.A reductase inhibitor is Zl)-4522. 

ci, 
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Para solucionar este problema tØcnico la solicitud en estudio, el solicitante proporciona una 
composiciOn farmacØutica que comprende una combinaciOn de candesartÆn y rosuvastatina. 

El objeto de la presente Solicitud se relaciona con la ClasificaciOn lnternacional de Patentes 
(CIP): A61   31/505, 31/4184 
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4. De la solicitud de Patente 

Reivindicaciones (articulo 30 D 486) 

La reivindicaciôn I enunciada como "una combinaciOn" se refiere a "la administración 
simultÆnea, separada o consecutiva de los activos de la combinación", lo cual corresponde a 
un mØtodo de tratamiento. (Ver Folio 17, pÆrrafo inicial-Folio 18, pÆrrafo final) 
No se encuentran sustentadas en el capItulo descriptivo las composiciones farmacØuticas de 
as reivindicaciones 2 a 3, de forma tal que se evidencie que contienen candesartÆn y 
rosuvastatina en una Unica formulación. 
Las reivindicaciones 4 a 7 se encuentran caracterizadas por su uso. 
La reivindicación 10 se refiere a un "botiquIn", el cual no hace parte de este campo tØcriico de 
estudlo, puesto que corresponde al empaque, el cual sirve como presentacióri comercial de 
entrega al paciente. 

5. Excepción a la patentabilidad (artIculo 20 0486 literal a)-d)) 

La reivindicaciones 1 8-9 y 11 se refieren a mØtodos de tratamiento, los cuales no son 
patentables de acuerdo a los artIculos mencionados de la normatividad vigente. 

6. Oposiciones 

5.1 Procaps 

El opositor menciona los siguientes documentos que pueden afectar la patentabilidad de la 
presente solicitud: 

Dl: US20030069221 publicada el 10 de abril de 2003 
02: EP1314425 publicada el 28 de mayo de 2003 
D3: US5663187 publicada el 2 de septiembre de 1997 

5.1 .1. El opositor en el Folio 64 se ref iere a: "las reivindicaciones se refieren al uso y a un 
mØtodo de tratamiento y no a la composiciôn farmacolagica o a un mØtodo de fabricación 
mediante la (sic) cual se obtenga un producto tangible" 

De acuerdo con lo presentado en la solicitud, esta oficina encuentra que el argumento del 
opositor, es procedente para el presente estudio de patentabilidad puesto que las 
composiciones farmacØuticas en combinación de candesartân y rosuvastatina, se encuentran 
de forma general y amplia, de forma tal que no perrniten al experto en la materia elaborar el 
producto que se encuentra referido en las reivindicaciones y que ademÆs no se evidencia que 
problema a resolver sea de tecnologia farmacØutica, sino de un uso terapØutico. 

5.1.2. En el Folio 65, el opositor argumenta en cuanto a Dl, en donde: "se revelan 
combinaciones donde al menos un antagonista oral de los receptores de angiotensina II 
es seleccionado del grupo que consiste en candesartªn (ver reivindicación 25 de Dl) y 
donde el inhibidor de reductasa de HMG-CoA puede comprender rosuvastatina 
(reivindicaciôn 37 de Dl). Asi las cosas, la presente solicitud no es novedosa pues lo 
revelado ya se encontraba en el estado de la tØcnica, particularmente en el documento 
Dl" 

Una vez revisado el documento mencionado par el opositor, se encuentra que las 
combinaciones de candesartn y rosuvastatina para ser empleadas en un mØtodo de 
tratamiento, ya Se encontraban divulgadas en Dl, afectando por lo tanto la novedad de la 
reivindicaciôn 1 de la solicitud presentada. 

En cuanto a las reivindicaciones dependientes 2-3, relacionadas con las composiciones 
farmacØuticas, Østas no se encuentran expllcitamente en Dl, en una ünica formulación que 
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evidencie que contiene ambos agentes activos, de forma tal que pueda afectar la novedad. 
Sin embargo, si afecta el nivel inventivo, puesto que en este documento ya se sugerla la 
combinaciôn en composiciones farmacØuticas de candesartÆn y rosuvastatina (Ver Folio 112, 
reivindicación 25; Folio 113, reivindicaciôn 37), que permitirian al experto en la materia 
derivarlas de forma obvia del estado de La tØcnica. Este documento, por 10 tanto, serÆ tenido 
en cuenta durante el estudio de patentabilidad de La presente solicitud. 

5.1.3. El opositor cita en el Folio 65 en cuanto a D2 que: "dicha composición comprende 
un inhibidor de reductasa de HMG-CoA seleccionado del grupo que consiste en 
pravastatina, simvastatina, lovastatina, pitavastatina y ZD4522 asi como un antagonista 
oral de Los receptores de angiotensina II" y continUa mencionado en cuanto a D3 que Øste: 
’revela el un mØtodo de tratamiento para La reducción de la ateroscierosis y/o colesterol 
que comprende el usa de un antagonista de angiotensina II en combinaciOn con un 
inhibidor de reductasa de HMG-COA. Asi [as cosas, con base en los que dictan estos 
documentos D2 y 03, cualquier persona versada en la materia, al combinar este 
conocimiento con aquel deducido del documento Dl, puede Ilegar de manera obvia a la 
materia aqul pretendida" y concluye en el Folio 66: "por lo tanto, a los ojos de estos 
documentos D2 y 03 en combinación con La materia revelada en Dl, la presente solicitud 
carece de altura a nivel inventivo". 

EL documento 02 enseæa La caracteristica esencial de la solicitud presentada, tal como es (a 
combinaciOn de rosuvastatina y candesartÆn (Ver Folio 126, reivindicación 1; Folio 117, 
[0018]; Folio 118, (0024]), en una composiciÆn farmacØutica y revela ademâs  la mejor forma 
de realizar la invenciôn (Ver Folio 123, [0055]), de forma tal que un experto en la materia la 
pueda realizar, 02 por lo tanto, afecta la novedad de La solicitud, mÆs no su nivel inventivo. 

Dicho documento, por Lo tanto, serÆ tenido en cuenta durante el estudio de patentabilidad de 
a presente solicitud y se utiLizarÆ el publicado en Estados Unidos como US 2003/0181500, el 
cual es una continuaciÆn de la apLicación correspondiente a 02. 

El documento 03 no se tendrÆ en cuenta ya que divulga un mØtodo de tratamiento que 
comprende el uso de La combinación de Los agentes activos mediante la administración 
separada, simultânea a consecutiva, correspondiendo a un mØtodo de tratamiento; que no 
hace pane de materia patentable de acuerdo con la DecisiOn 486. Por lo tanto, este 
documento no serÆ tenido en cuenta para el estudio de patentabilidad, 

51.4. El opositor en el Folio 67 menciona que ’carece de aplicación industrial ya que 
coma demostrO anteriormente, aLgunas clÆusulas reclaman el mØtodo terapØutico y estos 
no son aplicabLes industriaLmente porque primero no se obtiene un producto o proceso; y 
segundo no es reproducible o repetibLe a escala industrial. Por 10 tanto, el objeto de la 
presente invenciôn referido a Los usos mØtodos terapØuticos, no cumplen con el requisito 
de La aplicacion industrial" 

Los mØtodos de tratamiento de acuerdo a Los articulos mencionados de (a normatividad 
vigente no son patentables. 

7. 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: 26 de septiembre de 2003 

Considerando que La fecha de presentación de la primera solicitud de patente de La cual se 
reivindica prionidad es: 26/09/2003 se encontraron los siguientes documentos del estado de 
a tØcnica relacionados que pueden afectar La patentabilidad de la presente solicitud: 
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NO Documento Titulo Fechade 

US 2003/0181500 
____ 

Medicinal compositions for the preventionfl 
Lppucacn 

25/09/2003 Dl 
or treatment of cardiac failure  

DI enseæa una composición farmacØutica, la cual contiene un inhibidor de reductasa HMG-
CoA, del grupo que consiste de pravastatina, simvastatina, lovastatina, pitavastatina y ZD-
4522 y un antagonista del receptor de angiotensina II y opcionalmente un bloqueador del 
canal de calcio. 

8. Anâlisis de patentabilidad (articulo 14 D486) 

Novedad (artIculo 16 0486) 

La reivindicaciôn 2 consiste en: 

Una composición farmacØutica la cual comprende una combinación tal y como se describe en 
la reivindicaciôn 1, en asociaciOn con un diluyente o vehIculo farmacØuticamente aceptable 
para utilizarse en la prevención o tratamiento de la ateroscierosis. 

ComparaciOn de las caracteristicas tØcnicas esenciales, con las del Estado de la TØcnica: 

Caracteristicas esenciales Di  
Combinación, en asociación con un diluyente o 

�vehicuio  Ver reivindicaciojjy 

Rosuvastatina 
Ver pÆgiria2, [0020]  

’I 
Candensartn Ver pagina 9, reivindicaciôn 8 y pÆgina 10, 

reivindicación 11 

Dl ensena una composición farmacØutica,  la cual contiene un inhibidor de reductasa HMG-
CoA tal como ZD-4522 (rosuvastatina) (Ver pÆgina 2, [0020], reivindicaciÆn 1) y un 
antagonista del receptor de angiotensina II, tal como candesartÆn (Ver pÆgina 9, 
reivindicaciOn 8 y pÆgina 10, reivindicaciôn 11). 

.La caracterIstica esencial de la composiciórl farmacØutica de la reivindicación 2,  la cual es 
- tener en combinaciOn candesartÆn y rosuvastatina, ya se habia divulgado en Dl Por lo cual 

la reivindicaciÆn 2 no es nueva. 

La reivindicaciôn dependiente 3 no menciona alguna caracterIstica que haga nueva a la 
composición farmacØutica de la reivindicaciOn 1, por lo cual se considera que no es nueva. 

9. Conclusion: 

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados asi: 

Iocumento N° Reivindicaciones 
que afecta JReuisito afectadas 

tL WP 03/087081 Novedad   

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 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 concesión, 
se denegarâ la  patente. 
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2. 
NotifIquese el presente oficio conforme a lo dispuesto en el numeral 52, literal e), del capItulo 
quinto del titulo primero de la Circular Cinica N° 10 de 2001. 

J Os EIL ZAR LOPEZ 
Director de Nuevas Creaciones (C) 

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

CONCEPTO TECNICO No, 0221 EXAMINADOR TECNICO 
Codigo No. 202070 
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