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1. Yo, . Emilic FRRERO, obrando como apoderado del solicitante en el 

asunto antes identificado me refiero al oficio No. 6836 notificado por 

fijación en lista del 12 de jun10 de 2009. 

2. Mediante memorial radicadoel dia 02 de Septierobre de 2009 solicitØ 

plazo de treinta (30) dIas para atender el oficio No. 6836. 

3. Mediante oficio No. 6836 se puso en conocimiento del solicitante el 

informe que contiene las observaciones hechas por su Despacho sobre la 

pre sente solicitud de paterite. Atiendo a las observaciones de la manera 

siguiente: - 

3.1 Da la solicitud depatente 

3.1.1 Relvind.icaciones 

Sefiala el Examinador que la descripciOn solo presenta sustento 

para las composiciones de telnisartano combinado con metforrnina y 

telmisartano cbmbinado con hidroclorotiazida. Igualmente sefala que la 

reivindicación 13 carece de sustento en la descripción. 

1. 
NIT. 860.041.367-3 
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Adicionalmente, se indica que las .reivindicaciones 2 a 12 no se 

encuentran caracterizadas por sus componentes sino por su uso. Por 

iiltimo se indica se indica que las reivindicaciones 14 y 15 muestran 

una falsa- dependencia con respecto a la reivind.icación 1, por cuanto 

la coinbinación reivindicada no se encuentra incluida en la 

reivindicación principal 

3.2 Unidad do invención 

De acuerdo con el Examinador, la reivindicación 1 carece de 

unidad de invenciOn al reclamar diferentes coithiriaciones de 

telmisartano con otros principios activos. 

3.3 Anilisis de patentaiilidad 

3.3.1 Noved.ad 

SEl Examinador ha analizado cada una de las combinaciones del 

pliego reivindicatorio por aparte. De este modo, se han citado cinco 

documentos (D3 a D7), los cuales, son considerados anterioridades que 

afectan la novedad de dihas combinaciones. 

4. Con el fin de subsanar las objeciones formuladas, se presentan las 

siguientes modificaciones, aclaraciones y argumentos: 

4.1 Modificación do una solicitud en trmite 

De acuerdo con el articulo 34 de la Decision 486 de la Comi.sión 

de la Coinunidad Andina, donde se establece que la modiflcaciOn de una 

solicitud es posible en cualquier momento del trÆmite mientras no 

% implique una ampliaciOn de la solicitud inicial, me permito presentar 

unnuevo pliego reivindicatorio conforinado por 6 reivindicaciones. Las 

modificaciones realizadas son las siguientes: 

Siguiendo las observaciones del Examinador se han 

eliminado las reivindicaciones 2 a 12 para superar la 

objeciÆn relacionada con Østas. 

2 





CAVELIER 
ABOGADOS 

inesperado encontrar quØ es lo que hace al telmisartano una pareja de 

coxnbinación preferida cuando se necesita prevenir o tratar enfermedades 

metabólicas. Adicionalmente ninguno de los documentos D3 a D7 enseæa 

este aspecto. 

Dada lo anterior, los ejeinpios de la solicitud se enfocan en 

datos experimentales que prueban el efecto mencionado del telmisartano 

sabre el PPARy (la inducción de la transcripción de los genes 

PPARgarnma-regulados). 

Con respecto a las combinaciones que el Examinador considera no 

se encuentran soportadas en la descripción, mi representada desea poner 

de presente que en texto de la descripción se sefiala lo siguiente: 

- Pagina 10, lIneas 16 a 20: "TambiØn en el tratamiento de la 

hipertensión con inhibidores del sistema renina-angiotensina (RAS) 
go. 

’ cornbinación COn un antagonista .de calclo como amlodipina o nifgdipina 0 

un antagonista de la aldosterona como espironolactona o eplerencn, el 
telmisartano debe ser considerado un inhibidor preferido de RAS". 

- PÆgina 10,. lIneas 25 a 28: ". . .de modo que el telmisartan 

tambiØn representa en asociación con los inhibidores de la agregación de 

trombocitos como clopidogrel o dipiridamol, siempre combinado 
adicionalmente. con Æcido acetilsaticIlico (ASA), una pareja preferida de 

combinación sobre todo para la profilaxis de un ataque apoplØjico". 

- PÆgina 10, lineas 14 a 16: "Esto rige tambiØn para combinaciones 

de _principios activos de telmisartano con rosiglitazona o pioglitazona o 
repaglinida o metformina o un inhibidor de DPP4 en una terapia contra 
diabetes". 

Asimismo, con respecto a la combinación de la nueva 

reivindicación 2, la descripción sefiala: 

- PÆgina 9, lIneas 31 a 35: "Los mejores resultados se logran 

claramente con telmisartano y sus sales. Las formas de administración 
preparadas contienen un equivalente de 20-200 ma, con preferericia 20, 
40, 80, 120, 160 ó 209 mg del Æcido libre del principio activo". 

Con base en esta enseflanza la nueva reivindicaciôn 3 ha sido 

agregada, mientras que la reivindicaciÆn 6 estÆ basada en una enseflanza 

similar con respecto a HCTZ: 
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- PÆgina 9, linea 35 a pÆgina 10, lInea 2: "Si el principlo 

activo estÆ combinado con HCTZ o clortalldona, la forma de adminlstraclon 

contiene 10-50 mg, con preferencia 50, 25 6 12,5 mg del diurØtico". 

De esta forma consideramos que las composiciones reivindicadas se 

encuentrari debidamente soportadas en la descripciân y que ademÆs 

comprenden un ünico concepto inventivo, per lo que solicitamos 

atentamente tener por superadas las objeciones formuladas a este 

respecto. 

4.2 Arg’imentos a favor de la novedad de la invención 

El articulo 16 de la Decision 486 establece: 

Articulo 16- Una invención se considerar6 nueva cuando no estÆ comprendida en el 

estado de la tØcnica. El estado de la tØcnica comprenderÆ todo 10 que haya sido 

% accesible al pCiblico por una descripción escrita u oral, utilización, comercialización o 

cualquier otro medlo antes de la fecha de presentación de la solicitud de patente 0, 

en su caso, de la prioridad reconocida. 

De esta manera, una anterioridad podrÆ afectar la novedad de una 

solicitud ci revela todas las caracterIsticas esenciales definidas en 

el pliego reivindicatorio. 

De este mode tenemos que la pagina 25 de D3 no revela una 

cornbinaiOn de telmisartano con nifepidina. D3 se relaciona con 

coxnpuestos de fOrmula general: 

La cual no abarca nifepidina descrita por la fOrmula: 

5 
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Ni tampoco telmisartano descrito par la fÆrmula 

De otro lado, no es claro en quØ parte de la pÆgina 9 de D4 se 

ensefia una combinación de telmisartano con eplerenona. En el caso que 

el Examinador se haya referido a la reivindicaciOn 9, la cual menciona 

tanto la eplerenona como el terimisartan, es relevante anotar que dicha 

reivindicacióri no menciona la coirthinaciÆn especifica de telmisartano 

con -eplerenona como preferida debido al efecto inesperado del 
. 

telmisartano sobre PPARy, ensefiado par la presente invención. De hecho, 

la enseflanza de D4 se limita a una composición de spray bucal la cual 

no correspondŁ al objeto de la presente solicitud. 

Con respecto al documento D5, se tiene que dicho documento revela 

la combinación de un inedicamento antiplaquetario bloqueador del 

receptor ADP tal coma clopidogrel o ticlopidina con un antagonista del 

receptor de angiotensina II como losartan, valsartan, candesartan, 

tasosartan o eprosartan en general. Sin embargo, una combinación 

especifica de telmisartano no es revelada. De hecho D5 aleja a la 

persona medianamente versada en la materia al einpleo de terlmisartan 

coma un antagonista del receptor de angiotensina II coma pareja de 

combinación al seflalar: "... con irbesartan o Josartan como preferidos." Por lo 

tanto, Djj rio anticipa de manera especifica la cornbinación de 

telmisartano con clopidogrel. 

6. 
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Ahora bien, el documento D6 posee como elernento esencial do la 

cornbinación un inhibidox PDE5, el cual no es un elemento de la presente 

invención. Un inhibidor DPP4, entre otros elementos, puede ser la 

segunda pareja de coithinaciÆn. D6, sin embargo, no contiene una 

ensefianza especIfica sobre la contbinaciOn de telmisartano con un 

inhibidor DPP4. 

Finalmente, las nuevas reivindicaciones 4 a 6 de la presente 

solicitud no se encuentran dirigidas a la comnbinación de telmisartano y 

un diurØtico HCTZ per se, sino solamente como adiciôn a las parejas de 

comnbinaciÆn amlodipina, nif.edipina, eplerenona, clopidogrel, 

opcionalmnente coinbinados con un inhibidor DPP4. Por lo tanto la 

ensefianza seflalada por el Examina-dor no se encuentrrb7. 

Consecuentemnente considerarnos que los documentos D3 a D7 no 

pueden ser considerados anterioridades vÆlidas capaces do afectar la 

novedad de la presente solicitud. Solicitarnos atentamente tener en 

S cuenta los argumentos y modificaciones presentadas, de manera que so 

deben tener por superadas las objecionesformuladas a este respecto. 

4. Puesto que se han atendido a cabalidad las observaciones hechas por 

su Despacho sobre la presente solicitud do patente, atentamºnte 

solicito quo se continue su tramitaciôn. 

S. ANEXOS 

� Nuevo pliego reivindicatorio conformado por 6 reivindicaciones 

� Formulario do inodificaciones en solicitud pendiente 

Seæora Jefe, 

%cr_,? 
EMILIO FERRERO 

T.P.A. No. 31.929 

COLO-09255-841-032-7 
JMS-\mYIs\ID-159956\WPCL9255 

’c No. M-2009-159956\JMS 
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I Gomposición farmacØutica quo comprende telmisartano an combinaciOr con 

a) amlothpina ó nifedipina; 

b) eplerenona; 

C) clopidogrel, opcionafmente combinado con Æcido acetilsalicIlico; o 

d) un inhibidor de DPP4 

2. La composición do  la reivindicación 1, caracterizada porque contiene 20-200 mg do 

telmisartano. 

3. La composiciôn de la reivindicaciOn 2, caracterizada porque contiene 40, BO o 160 mg 

do telmisartano. 

4. La composición do la reivindicación 1, caracterizada porque el antagonista del receptor 

de la angiotosina II, telmisartano, as adicionalmente combinado con un diurtico. 

S. La composición de  la reivdicaciôn 4, caracterizada porque contiene 10-50 mg de 

HCTZ o clortalidona. 

6. La composición do la reivindicación 5, caracterizada porque contiene 12,5 a 25 mg do 

HCTZ. 

JMS\JMS\ID-1 60004WPCL9255 
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endothelins; VCAM-1; ICAM-1; IL-113; TNF-a; IL-6; COX-2; fractaikine; MCP-1; 

and triglyceride. 

Combination Therapies 
The methods of the present invention may further comprise the 

5 amiriistration of qther active ingredients pçjii combination with the 

adnajnistrationo  the osteroncblocker. 

For example, the aldosterone blocker employed in the present methods can 

be administered to the subject in combinationwth other active drugs used In the 

treatment of hypertension and cardiovascular and renal qnditipLatuLdisorders. 

10 The active drugs administered with the aldosterone blocker can include, for 

example, the drugs selected from the group consisting of renin inhibitors, 

angiotensin U antags ACE inhibitors, diuretics having no substantial 

aldosterone blocldng effect, and retinoic acid. The phrase "combination therapy" 

(or "co-therapy"), when used with respect to drug combinations, is intended to 

15 embrace the administration of each agent in a sequential manner in a regimen that 

will provide beneficial effects of the drug combination, and is intended as well to 

embrace co-administration of these agents in a substantially simultaneous manner, 

such asIna sin gle cansule or injection having a fixed ratio of these active agents or 

in multiple, separate capsules or injections for each agent. 

20 The phrase "agiotensin U antagonist" includes, for examples, those 

angiotensin It antagonists described in W096f40257. 

The phrase "angiotensin converting enzyme inhibitor ("ACE inhibitor’) 

includes an agent or compound, or a combination of two or more agents or 

compounds, having the ability to block, partially or completely, the enzymatic 
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fosinoprilat, imidapril, lisinopril, perindopril, quinapril, ramipril, saralasin acetate, 

tempocapril, trandolapril, ceranapril, meoxipril, quinaprilat and spirapril. 

A group of ACE inhibitors of particilar interest consists of alacepril, 

benazepril, captopril, cilazapril, delapril, enalapril, enalaprilat, fosinopril, 

5 fosinoprflat, imidapril, lisinopril, perindopril, quinapril, ramipril, saralasin acetate, 

temocapril, trandolapril, ceranapril, moexipril, quinaprilat and spirapril. 

Many of these ACE inhibitors are commercially available. For example, a 

highly preferred ACE inhibitor, captopril., is sold by EI( .Squibb & Sons, Inc., 

Princeton, NJ., now part of Bristol-Meyers-Squibb, under the trademark 

10 "CAPOTEN", in a tablet dosage form at doses of 12.5 mg, 50 mg and 200 mg per 

tablet. Enalapril or Enalapril Maleate, and Lisinopril are two more highly preferred 

ACE inhibitors sold by Merck and Co., West Point, Pa. Enalapril is sold under the 

trademark "VASOTEC" in tablet dosage form at doses of 2.5 mg, 5 mg, 10 mg and 

20 mg per tablet. Lisinopril is sold under the trademark ’?RThTIVIL" in tablet 

is 

dosage form at doses of 5mg, 10 mg, 20 mg and 40 mg per tablet. 

The diuretic may be selected from several known classes, such as thiazides 

and related sulfonamides, potassium-sparing diuretics, loop diuretics and organic 

mercurial diuretics. Nonlimiting examples of tbiazides are bendrofiwnethiazide, 

benzthiazicle, chiorothiazide, cyclothiazide, bydrochlorothiazidc, 

20 hydrofhmaethiazide, methylciotbiazide, polythiazide and trkthlonnetbiazide. 

NonBrniting examples of sulfonamides related to thiazidos are chlordialidone,, 

quinethazone and metolazone. Noniixniting examples of potassium-sparing 

diuretics are triameterene and amiloride. Non1frnting examples of loop diuretics, 

i.e., diuretics acting in the ascending limb of the loop of Henle of the kidney, are 
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Of particular interest is the compound ep none (also known as 

epoxymexrenone) which is compound 1 as shown above. Eplerenonc is an 

aldosterone receptor antagonist and has a higher specificity for aldosterone 

5 receptors than does, for example, spironolactone. Selection of eplerenone as the 

aldosterone antagonist in the present method would be beneficial to reduce certain 

side-effects such as gynecomastia that occur with use of aldosterone antagonists 

having less specificity. 

10 Non-epoxy-steroidal aldosterone antagonists suitable for use in the present 

methods include a family of spirolactone-type compounds dened by Formula tEE: 

wherein 
c’ 

is 

orH>_< SCOR 

wherein R is lower alkyl of up to 5 carbon atoms, and 

wherein is 

° �_�__.u�i:-7v_�_ * 

15 142 H2 

Lower alkyl residues include branched and unbranched groups, preferably 

methyl, ethyl and n-propyl. 

20 Specific compounds of interest within Formula Ill are the following: 
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angiotensin II inhibitors include Angiotensin II analogues such as Des-asp’ -thr8 

angiotensin II (L-Ary-L-Val-L-Tyr-L-Ile-L-His-L-Pro-L-Thr), Des-asp’ -11e8 

angiotensin 11 (L-Ag-L-Val-L-Tyr-L-Ile--His-L-Pro-L-Uc),and Des-asp’ -ala8 

angiotensin II (L-Arg-L-Val-L-Tyr-L-Ile-L-Es.L-Pro-L-Ala); and augiotonslu U 

S receptor antagonists such as Candesartan; Eprosartan; Jrbesartan; Losartan 

10 

Telmisartan; and Valsartan. 

The term "pro-inflammmatory" characterizes molecules produced in the 

body to induce, activate or enhance an inflammatory response in a tissue or organ. 

S 
The term "hydrido" denotes a single hydrogen atom (H). This hydrido 

radical may be attached, for example, to an oxygen atom to form a hydroxyl radical 

or two hydrido radicals may be attached to a carbon atom to form a methylene (-
CR2-) radical. Where used, either alone or within other terms such as "haloalkyl", 

15 "alkylsulfonyl", "alkoxyalkyl" and "hydroxyalkyl", the term "alkyl" embraces linear 

or branched radicals having one to about twenty carbon atoms or, preferably, one to 

about twelve carbon atoms. More preferred alkyl radicals are "lower alkyl" radials 

having one to about ten carbon atoms. Most preferred are lower alkyl radicals 

having one to about six carbon atoms. Examples of such radicals include methyl, 

20 ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, pentyl, iso-amyl, 

hexyl and the like. The term "alkenyl" embraces linear or branched radicals having 

at least one carbon-carbon double bond of two to about twenty carbon atoms or, 

preferably, two to about twelve carbon atoms. More preferred alkyl radicals are 

"lower aikenyl" radicals having two to about six carbon atoms. Examples of 

25 alkenyl radicals include ethenyl, propenyl, allyl, propenyl, butenyl and 4-

niethylbutenyl. The term "alkynyl" denotes linear or branched radicals having two 

to about twenty carbon atoms or, preferably, two to about twelve carbon atoms. 

More preferred alkynyl radicals are "lower alkynyl" radicals having two to about 

ten carbon atoms. Most preferred are lower allcynyl radicals having two to about 
30 six carbon atoms. Examples of such radicals include propargyl, butyrtyl, and the 

like. The terms "alkenyl", "lower alkenyl", embrace radicals having "cis" and 

"Irans" orientations, or alternatively, "B" and "Z’ orientations. The term 
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3 
DETAILED DESCRIPTION OF THE 

INVENTION 

US 6,248,729 Bi 

The following definitions apply to the terms as used 
throughout this specification, unless otherwise limited in 
specific. instances. 

The term "ADP-receptor blocking antiplatelet drug" 
refers to drugs which inhibit ADP-induced platelet aggre-
gation via platelet ADP-receptor blocking including clopi-
dogrel and/or ticlopidine and do not include drugs such as 
aspirin which inhibit platelet aggregation by other mecha-
nisms. 

The term " � o ci" as employed herein includes 
clopidogrel in its free aci orm, esters thereof including the 
acetate and/or all pharmaceutically acceptable salts thereof; 
including the hydrogen sulfate salt, 

The term "ticlopidine" as employed herein includes all 
pharmaceutically acceptable salts of ticlopidine, including 
the hydrochloride salt thereof. 

The term "cerebral infarction" as employed herein refers 
to primary or secondary thrombotic stroke. 

It is to be understood that the term ."antihypertensive 
drug" refers to various classes of antihypertensive agents 
including angiotensin II antagonists, ACE inhibitors and 
NEP/ACE inhibitors which contribute, with the antiplatelet 
drug, to inhibit onset of primary or secondary cerebral 
infarction. 

The combination of the ADP-receptor blocking antiplate-
let drug, such as clopidogrol or ticlopidine, and the antihy-
pertensive drug will be employed in a weight ratio to each 
other of within the range of from about 1000:1 to about 
0.001:1, and preferably from about 0,05:1 to about 100:1. 

� The angiotensin H receptor antagonist (also referred to 
herein as angiotensin II antagonist or All antagonist) suit-
able for use herein includes, but is not limited to, ibesartan, 
including salts thereof such as the K and Na salts thereof 
(disclosed in U.S. Pat. No. 5,270,317 to Barnhart at al), 
losartan, valsartan, tehnisartan candesartan, tasosartan or 
eprosartan, with irbartan or losartan being preferred. 

The angiotensin converting enzyme inhibitor which may 
be employed herein includes those containing a rnercapto 
(-S-) moiety such as substituted praline derivatives, such as 
any of those disclosed in U.S. Pat. No. 4,046,889 to Ondotti 
at al mentioned above, with captopril, that is, 1-[(2S)-3-
mercapto.2.methylpropionyl]-’L-proline, being preferred, 
and mercaptoacyl derivatives of substituted prolines such as 
any of those disclosed in U.S. Pat. No, 4,316,906 with 
zofenopril being preferred. 

Other examples of mercapto containing ACE inhibitors 
that may he employed herein include rentiapril (fentiapril, 
Santen) disclosed in Clin. Exp. Pharmacol. Physiol. 10:131 
(1983); as well as pivopril, that is 

and YS9$O, that i 

-continued 

5 

c02H 

10 Other examples of angiotensin converting enzyme inhibi-
tors which may be employed herein include any of those 
disclosed in U.S. Pat. No. 4,374,829 mentioned above, with 
N.(1.ethoxycarbonyl-3-phenylpropyl)-L-alanyl.L-proline, 
that is, enalapril, being preferred, any of the phosphonate 

15 substituted amino or imino acids or salts disclosed in U.S. 
Pat. No, 4,452,790 with (S)-1-[6-amino-2-[hydroxy-(4-
phenylbutyl)-phosphinyl]oxy]-1-oxohexyl]-L-proline or 
(ceronapril) being preferred, phosphinylaikanoyl prolines 
disclosed in U.S. Pat. No. 4,168,267 mentioned above with 
thsinopril being preferred, any of the phosphinylalkanoyl 
substituted prolines disclosed in U.S. Pat. No. 4,337,201, 
and the pbosphonamidates disclosed in U.S. Pat. No. 4,432, 
971 discussed above. 

Other examples of ACE inhibitors that may be employed 
25 herein include Beecham’s BRL 36,378 as disclosed in 

European Patent Nos. 80822 and 60668; Chugais MC-838 
disclosed in CA. 102:72588v and isp. J. Pharmacol. 40:373 
(1986); Ciba-Geigy’s CGS 14824 (3-[l-ethoxycarbonyl-3-
phenyl-(1S)-propyl]amlno)-2,3,4,5-tetrahydro-2-oxo-1-

30 (3S)-benzazepine-1 acetic acid HC1) disclosed in U.K. Patent 
No. 2103614 and CGS 16,617 (3(S)-E[(lS)-5-amino-1-
carboxypentyl]amino]-2,3,4,5-tetrahydro-2-oxo-1H-1-
benzazepine-1-ethanoic acid) disclosed in U.S. Pat, No. 
4,473,575; cetapril (alacepril, Dainippon) disclosed in Eur. 

35 Therap. Res. 39:671 (1986); 40:543 (1986); ramipril 
(Hoechst) disclosed in Eur. Patent No. 79-022 and Curr. 
Then Res. 40:74 (1986); Ru 44570 (Hoechst) disclosed in 
Arzneimittelforschung 35:1254 (1985), cilazapril 
(Hoffman-LaRocbe) disclosed in J. Cardiovasc. Pharmacol. 

40 9:39 (1987); R0 31-2201 (Hoffman-LaRoche) disclosed, in 
FEBS Lett. 165:201 (1984); lisinoprll (Merck), indalapril 
(delapril) disclosed in U.S. Pat. No.. 4,385,051; indolapril 
(Schering) disclosed in J. Cardiovasc. Pharmacol, 5:643, 
655 (1983), spirapril (Schering) disclosed in Acta. Pharma-
col. Toxicol. 59 (Supp. 5):173 (1986); perindopril (Serrier) 
disclosed in Eur. J. Clin. Pharmacol. 31:519 (1987); 
quinapril (Warner-Lambert) disclosed in U.S. Pat, No. 
4,344,949 and CI 925 (Warner-Lambert) (I3S[2[R(*)R()1] 

1-oxopropylj-1 ,2,3,4-tetrahydro-6,7-dirncthoxy-3-
isoquinolinecarboxylic acid HCl) disclosed in 
Pharmacologist 26:243, 266 (1984), WY44221 (Wyeth) 
disclosed in I. Med. Chem. 26:394 (1983). 

Preferred ACE inhibitors are fosinopril, as well as 
55 captopril, enalapril, lisinopril, quinapril, benazapril, 

trandolapril, fentiapril, rarnipril, and moexiprii. 
NEP/ACE inhibitors may also be employed herein in that 

they possess neutral endopeptidase (NEP) inhibitory activity 
and angiotensin converting enzyme (ACE) inhibitory activ-

60 ity. Examples of NEP/ACE inhibitors suitable for use herein 
include those disclosed in U.S. Pat. Nos. 5,508,272, 5,362, 
727, 5,366,973,5,225,401,4,722,810,5,223,516,5,552,397, 
4,749,688, 5,504,080, 5,612,359, and 5,525,723 and Euro-
pean Patent Applications 0481,522, 0534363A2, 534,396 

65 and 534,492, 
Preferred are those NEP/ACE inhibitors which are des-

ignated as preferred in the above U.S. patents which are 
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(57) ABSTRACT 

Methods and pharmaceutical compositions arc provided for 
protecting tissue of a subject from the effects of angiotensin 
IL The methods involve administering tqjiinIa..sngio-
tensin receptor b1ockers4ARB)., either by themselves at 
dis beyond those recommended or effective for the man-
agement of hypertension, or in combination with angio-
tensin-converting enzyme inhibitors (ACE!), a-
ceutical corn ositio de ho an B 

,and are ormulated in certain preferiedembodiments for 
onmce-il 01i1 adurinistration. The methods and pharma. 
ecu cal compositions are useful for the treatment of pro-
teinuria, chronic or congestive heart failure, aneurysms, and 
vascular tissue hypertrophy. 
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as dunethylsulfoxide (DMSO) to facilitate surface penetra-
tion of the active ingredient. Suitable carriers for topical 
administration include oil-in-water or water in-oil emul-
sions using mineral oils, petrolatum and the like, as well as 
gels such as hydrogel Alternative topical formulations 
include shampoo preparations, oral pastes and mouthwash. 

[0119] Passive transderrnal delivery may be useful for 
delivering some drugs, particularly drugs which are neither 
charged nor highly hydrophilic, Because passage of hydro-
philic molecules across the outermost layer of the skin. 
would be likely to be very low and highly variable, a passive 
patch would likely be large and need to be worn on a daily. 
basis Accordingly, U.S. Pat No 5,735,810, issued Apr. 7, 
1988, to Sage at at. describes an apparatus and method, for 
iontophoretic administration of a compound over several 
hours; at various dosing intervals. This avoids side effects of 
oral dosing and the expanse, side effects, and discomfort 
associated with administering an intravenous infusion over 
several hours. 

[0120] For racial administration the compounds of the 
present. invention may be administered in the form of 
suppositories admixed with conventional carriers such as 
cocoa butter, wax or other glyceride.. 

[0121] Alternatively, the pharmaceutical compositions of 
the present invention may be in powder form for reconsti-
tution at the time of delivery. 

[0122] The dosage regimen for treating an All-mediated 
tissue effect, either with high dose ARB5 or with the 
pharmaceutical compositions of this invention, is selected in 
accordance with a variety of factors, including the type, age 
weight, sex .and medical condition of the subject, the saver-. 
ity of the All-mediated tissue effect, the route and frequency 
of administration, the renal and bepatic function of the 
subject, and the.. particular compound or combination of 
compounds employed. An ordinarily skilled physician or 
clinician can readily determine and prescribe the effective 
amount of the pharmaceutical composition required to treat 
an All-mediated tissue effect. In general, dosages are deter-
mined in accordance with standard practice for optimizing 
the correct dosage for treating an All-mediated tissue effect. 
In certain preferred embodiments the dosage is selected or 
adjusted independently of an effect on blood pressure. 

[0123] The dosage regimen can be determined, for 
example, by following the response to the treatment in terms 
of aneurysm dilatation, the urinary protein:creatinine ratio, a 
24-hour urinary albumin, the severity and frequency of signs 
and symptoms of Cl-IF, invasive or non-invasive assessment 
of vascular anatomy (e.g., angiography, echocardiography), 
and serutn or tissue levels of cytokinos characteristically 
induced as part of All-mediated tissue effect. Harrison’s 
Principles of Internal Medicine, 14th Ed., Panel AS et al., 
eds., McGraw-Hill, New York, 1998. 

[0124] For use as nionotherapy, dosages of the MBs will 
be any amount greater than an amount corresponding to the 
currently recommended or approved maximum amount for 
the treatment or control of hypertension. Typically, dosages 
of the AREs will be at least one-and-a-half times, more 
preferably at least two times, and most preferably at least 
three times to about twenty times, an amount corresponding 
to the currently recommended or approved maximum 
amount for the treatment or control of hypertension. In some 

embodiments the dosage of ARB will be any amount greater 
than an amount corresponding to an effective amount for the,. 
treatment or, control of hypertension in the subject being 
treated. Typically, dosages of the ARBs will be at least 
one-and-a-half times, more preferably at least two times, and 
most preferably at least three times to about twenty times, an 
amount corresponding to an effective amount for the treat-
mentor control of hypertension in the subject being treated. 
Any ARB, including but not limited to the agents shown in 
Table 3, may be used. The amount of ARB will vary with the 
particular agent selected for use, as evident from Table 3. As 
an example, dosages of caudesartan cliexetil will typically 
fall within the range of about 48 to 128 mg/day or more. 
Other agents will have correspondingly higher or lower 
dosages, reflective of their different usually effective arid-
maximum recommended dosages (Table 3). 

[0125] In some embodiments a plurality of ARBs may be 
used as ARB monotherapy. In some embodiments the ARB Tnsi 
orARBsma_ybcuscdinco 

egincuding aspirifi1liblocker, aldactone, other com-
pounds that can inhibit atherogenesis or platelet adhesion, 
diuretics, peripheral adrenergic blockers, central adrenergic 
stimulants, Mci vasodilators, anda16D71’ 

other antibypertensive agents excluding ACE!. Agents in  
these classes are well known in the art and can be found 
listed and described in, for example, Harrison’s Principles 
of Internal Medicine, 14th Ed., Fauci AS at al., eds., 
McGraw-Hill, New York, 1998, and the Physician’s Desk 
Reference, 55th . Ed., z Medical Economics Company, 
Montvale, N.J., 2001, - 

(0126) . For methods calling for treatment with an ARB in 
combination with an ACE!, in certain embodiments the 
amount of. ARB and the amount of ACE! together is more 
effective for reducing the All-mediated tissue effect in the 
subject than either the amount of ARE alone or the amount 
of ACE! alone. In some embodiments the amount of ARB 
and the amount of ACE! together is (1) effective for reducing 
the All-mediated tissue effect in the subject and (2) more 
than is effective for reducing or controlling blood pressure of 
the subject. In certain embodiments the amount of ARE and 
the amount ofACEI together is (1) effective for reducing the 
AU-mediated tissue effect in the subject and (2) more than 
an amount effective for achieving essentially a same degree 
of blood pressure reduction or blood pressure control in the 
subject. In yet another embodiment, in which the subject to 
be treated does not have hypertension, the amount of ARB 
and the amount of ACE! together is (1) effective for reducing 
the All-mediated tissue effect in the subject and (2) more 
than; an amount that is usually effective for reducing or 
controlling blood pressure in hypertensive subjects. 

[0127]- The amount of ARE according to this aspect of the 
invention may be, but need not be, more than an amount 
corresponding to the currently recommended or approved 
maximum amount for the treatment or control of hyperten-
sion. In certain embodiments the amount of ARB used in 
combination with ACE! is less than or equal to an amount 
corresponding to the currently recommended or approved 
maximum amount for the treatment or control of hyperten-
sion. Nevertheless, dosages of the ARE used in combination 
with ACE! may be at. least one-and-a-half times, more 
preferably at least two times, and most preferably at least 
three times to about twenty times, an amount corresponding 
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to the currently recommended or approved maximum 
amount of ARB for the treatment or control of hypertension, 

[0128] The amount of ACE! according to this aspect of the 
invention may be but need not be, more than an amount 
corresponding to the currently recommended or approved 
maximum amount for the treatment or control of hyperten-
sion In certain embodiments the amount of ACE! used in 
combination with ARB is lens than or equal to an amount 
corresponding to the currently recommended or approved 
màximum�amount for the treatment or control of hyperten-
sion, Nevertheless,, dosages of the ACE! used in combina-
tion with ARB may be at least one-and-a-half times, more 
preferably at least two times, and even more preferably at 
least three times to about twenty times, an amount corre-
sponding to the currently recommended or approved max!-
mum amount of ACE! for the treatment or control of 
hypertension. 

[0129] Any ARE and any ACE, including but not limited 
to the agents shown in Table 2 and Table 3, may be used in 
combination, The particular amounts of ARB and ACE! will 
vary with the particular agents selected for use, as evident 
from Table 2 and Table 3. 

[0130] In some embodiments a plurality of AREs and/or a. � 
plurality of ACE! may be used in combination. In some 
embodiments the combination of ARE and ACE! may be 
used In conjunction with at least one other agent, including 
aspirin, beta blocker, aldactone, other compounds that can 
inhibit atherogenesis or platelet adhesion, diuretics, periph. 
oral adrenergic blockers, central adrenergic stimulants cal-
cium channel blockers, and vasodilators. 

[01313 The invention in another aspect provides a phar-
maceut.u.aI composition useful for treating an A!! mediated 
tissue effect in a subject. The pharmaceutical composition 
includes an amount of ,ARB and an amount of ACE!, 
wherein the amount of ARB and the amount of ACE! 
together is (1) effective for reducing an All-mediated tissue 
effect in a subject and (2) more than an amount that Is 
usually  effective for reducing or controlling blood pressure 
in hypertensive subjects. The pharmaceutical composition 
may optionally include’ a pharmaceutically ’acceptable car-
rier, as described’ elsewhere herein. According to this aspect 
of the invention, the amount of ARB may be, but need not 
be, more than an amount corresponding to the currently 
recommended or approved maximum amount for the treat-
mentor control of hypertension. In certain embodiments the 
amount of ARE used in combination with ACE! is less than 
or equal to an amount corresponding to the currently, rec-
ommended or approved maximum amount for the treatment 
or control of hypertension. Nevertheless, amounts of the 
ARE used in combination with ACE! may be at least 
one-and-a-half times, more preferably at least two times, and 
most preferably at least three times to about twenty times, an 
amount corresponding to the currently recommended or 
approved maximum amount of ARB for the treatment or 
control of hypertension. 

[0132] The amount of ACE! according to this aspect of the 
invention may be, but need not be, more than an amount 
corresponding to the currently, recommended or approved 
maximum amount for the treatment or control of hyperten-
sion. In certain embodiments the amount of ACE! used in 
combination with ARB is less than or equal to an amount 
corresponding to the currently recommended or approved 

Apr. 24, 2003 

maximum amount for the treatment or control of hyperten. 
sion. Nevertheless, dosages of the ACE! used in combina-
tion with ARB may be at least one-and-a-half times, more 
preferably at least two times, and even more preferably at  
least three times to about twenty times, an amount corre-
sponding to the currently recommended or approved max!-
mum amount of ACE! for the treatment or control of 
hypertension. 

[0133] Any MW and any ACE!, Including but not limited 
to the agents shown in Table 2 and Table 3, may be used in 
preparing the pharmaceutical composition of the invention. 
The particular amounts of ARB and ACE! may vary with the 
particular agents selected for use, as evident from Table 2 
and Table 3. 

[0134] In some embodiments a plurality of ARBs and/or a 
plurality of ACE! may be employed. In some embodiments 
the pharmaceutical composition having a combination of 
ARB and ACE may further include at least One other agent, 
including aspirin, a beta-blocker, aldactonà, another corn-
pound that can inhibit atherogenesis or platelet adhesion, a 
diuretic, a peripheral adrenergic blocker, a central adrenergic 
stimulant, a calcium channel blocker, and a vasodilator. 

[0135] The pharmaceutical compositions: of the present 
invention are preferably formulated for oral administration. 
Other formulations, including those suitable for parenteral 
administration, are also embraced by the invention. The 
pharmaceutical compositions of the present invention may 
preferably be formulated for once-daily or twice-daily 
administration. 

EXAMPLES. 

Example 1 

Effect of High-Dose All. Receptor Blockade in 
Reducing Urinary Protein Excretion 

[0136] The optimal doses of ACEIs and/or AREs for 
maximal reduction in urinary protein excretion are not 
known. Moreover, beneficial effects from ARBs, such as 
tissue protection owing to a more complete blockade of the 
RAAS, may be independent of ’blood pressure-lowering by 
AREs. This investigation was designed to evaluate whether 
increasing the dose of candesartan cilexetil, in subjects 
already on the FDA’s maximum recommended daily doses 

- of 32 mg, would induce a further reduction in 24-hour 
urinary protein excretion in patients with heavy proteinuria 
(urinary protein excretion ’1.5 s/day; mean 4.4t2 gfday). 

[0137] Despite aggressive BP control,, progression to end-
stage renal disease still. occurs in patients with diabetic or 
non-diabetic renal disease. Blockade of the tissue and cir-
culatitig RAAS has been identified as one of the most 
important strategies to limit theprogression of chronic renal 
disease. However, the optimal doses of ACEIs and/or ARBs, 
as well as the optimal therapeutic dosing intervals needed to 
Induce maximal reduction in proteinurla, are not known, 
Previously, investigators have chosen doses of ACE! and/or 
AREs to block the tissue RAAS by measurement of maxi-
mal beneficial effects on BP control. 

(0138] Strategies to enhance blockade of the tissue RAAS 
may result in greater renoprotective -effects, by further 
reducing intraglomenilar hydrostatic pressure and glomeru-
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Combination treatment with telmisartan and hydrocblorotbiazide 
in black patients with mild to moderate hypertension, 

McGill.JB, Reilly PA. 

Department of Internal Medicine, Washington University School of Medicine, 
St. Louis, Missouri 63110, USA. 

BACKGROUND: Hydrochiorothiazide (HCTZ) is commonly used to treat 
black patients with hypertension. To avoid the metabolic disturbances 
associated with high-dose HCTZ, blood pressure control may be achieved by 
combining low doses with another antihypertensive. HYPOTHESIS: The study 
was undertaken to assess the tolerability and antihypertensive dose-response 
efficacyoftelmisartan and HCTZ and their combination in black patients with� 
mild to moderate hypertension (mean supine blood pressure 140/95-200/114 
mmHg). METHODS: Following a 4-week, single-blind, placebo run-in period, 
222 black patients were randomized to once-daily treatment with one of 20 
different double-blind combinations of te1mis2rt29! 20, 40, 8.l60 mg and 
HCTZ (0, 6.25, 12.5, 25 mg) for 8 weeks. Blood próssure was measured at 
baseline and after 2, 4, and S weeks. RESULTS: Telmisartan 80 mg/HCTZ 
12.5 mg reduced supine trough diastolic blood pressure (DBP)--pnmary 
efficacy parameter--by 13.3 mmHg, and supine trough systolic blood pressure 
(SB?) by 21.5 mmHg. These reductions represented benefits of 13.7/8.7 
mmHg over telmisartan 80 mg and 12.3/8.1 mmHg over HCTZ 12.5 mg (p < 
0.01). Telmisartan 40 mg/HCTZ 12.5 mg reduced supine trough SBP/DBP by 
14.3/10.0 mmHg, amounting to 12.3/3.3 mmHg more than telmisartan 40 mg 
and 5.1/4.8 mmHg more than HCTZ. 12.5 mg. This reached significance for the 

S 
comparisons with telmisartan 40 mg for SB? and HCTZ 12.5 mg for DBP 
(p<0.05). A response surface analysis and therapeutic response rates confirmed 
the additive antihypertensive effects of telmisartan and HCTZ. All treatments 
were well tolerated, with side-effect profiles comparable with placebo. Adverse 
events were mainly transient and of mild to moderate severity. 
CONCLUSIONS: Telmisartan 80 mg combined with HCTZ 12.5 mg is 
effective and well tolerated in black patients with mi15cieri 
hypertension, providing greater antihypertensive activity than the 
corresponding monotherapies 
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1 5 Respuesta del sôlicitante Folios: 352 a 360. 

2.. ObjØto de Ia. invenciOn 

Titulo de Is invenciôri: USO DE ANTAGONISTAS 
ANGI0TENSINAH 

DEL RECEPTOR DE 

Problems TŒcnico Planteado: La riecesidad .de una composición que incluya un 
antagonista, del receptor de angiotensina Ii, para trataria hipertensión.y al mismo 
tiempo Ia diabetes. 

SoLuciôn: Proporciona una composiclon farrnacØutica que comprende teimisartano 
en comb;naciôn con a)amlodipina 0 nifedipina, b)eplenerona, clopidogrel, 
opcionalmonte .combinado con Æcido acetil salicilico; O d) un inhibidorde DPP4. 

IPC: A611<31/416, A61p3/1.0. 

3. De là solicitud de Patente 

3.1. Reivindicaciones (artIcUlo 300 486) 

La reivindicaciôn 1, presenta combinaciones de telmisartan con: arnlodipina o 
nifedipina, eplerenona, clopidogrel opcionalmente combinado con acido 
acetilsalicIlico, 0 un inhibidor de DPP4", mediante lo cual se obtienen varias 
composiciones, Ia cual no tiene sustento en Ia descripcion porque aill solo existen 
ejemplos (comprimidos), para (as composiciones de telmisartan combinado con 
metformina (folio 55, pg 14) y telmisartan combinado con hidroclorotiazida (folio 
65, pg 24), sin que se presente evidencia de algun efecto sorprendente 

Adicionalmente, el componente d) se caracteriza inadecuadamente por un grupo 
farmacologico (inhibidor de DPP4), no por un compuesto especifico, Jo .cual no es 
conciso.. 

4 Unidad de invención (articuio 25 D 486) 

Elhecho de que en là reivindicaciôn 1, se reclamen diferentes combinaciones de 
telmisartan con cualqutera de los otros pnncvpios activos mencionados en a, b, c 
ó d, las cuales se demuestra qua no son nuevas (6.1) es una evidencia mÆs 
(despues de Jo dicho en el concepto N°6836 de junio 12 de 2009), de que no 
existe un elemento nuevo que cree Ia unidad de invención, en (a presente. 
solicitud. 

5. Determinaciôn del Estado de Ia TØcnica 

La fecha que se ha tenido en cuenta pars determinar el Estado de (a TØcnica es: 

Fecha de presentaciôn de Ia solicitud prioritaria Julio 31 de 2003 

Teniendo on cuenta (a fecha indicada se realizO Ia bisqueda en el estado de Ia 
tØcnica de documentos relacionados con Ia solicitud encontrÆndose los siguientes 
documentos mÆs relevantes: 
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N° Documento Titulo 
Fechade 
bJJcaciófl* 

Comparison of a fixed-dose 
D7combination of 40 mg telmisartan 

*articulo plus 12.5 mg hydrochlorothiazide Marzo de 2002 
with 40 mg telmisartan in the control 
of mild to moderate hypertension.  

Aldosterone blocker therapy to 
08 W002009683 prevent or treat inflammation-related Febrero 7 de 2002 

disorders  
Combination of an ADP- receptor 

blocking antiplatelet drug and 
D9 US6248729 antihypertensive drug and a method Junio, 19 do 2001 

for preventing a cerebral infarction 
employing 

� . 

_such _con.rnbination 
Methods for tissue. protection using 

010 U820030078190 highly effective inhibition of the Abrll24 do 2003 
rennin-an9iotensin_system 
Combination treatment with 

telmisartan and hydrochiorothiazide. 
D11 *articulo in. black patients with mild to Enero, 24 de 2001 

moderate hypertension. 

fl7 (fnIin i44’. DR (fnIk R1-35D9 (folios: 366-367: 010 (folios: 368-370. DII (folio 371) 

6. AnÆlisis de patentabilidad (articulo 14 

.6.1 Novedad (artlàulo 16 p486) 

Respecto. a Ia solicitud en estudlo: 

> Las reivindicación 1, reclama: Una composici.ôn farmacØutica que comprende, 
Telmisartano en combinación con:. 

� Amlodipinaónifedipina 
Eplerenona 

� clopidogrel, opcionalrnente combinado con Acido acetil salicilico o 
un inhibidor de DPP4. 

Respecto al estado de Ia TØcnica: 

08, divulga una combinación de telmisartano con eplerenona (combinaciones 
terapØuticas de un antagonista de angiotensina II y de un bloqueador de 
aldosterona, folio 362, pg 14, Ilneas 3-12, linea 18, folio 365, pg 31 llnea 6 y folio 

� 364, pg 23 lInea 1). 

09, divulga: una combinaciôn de telmisartano con clopidogrel (folio 367, columna 
3, Uneas 14 y 41). 

Al realizar Ia comparación anterior se puede evidenciar que las caracteristicas 
esenciales de Ia formulacion farmacØutica que se pretende reclamar en Ia 
reivindicacion 1, se encuentran divulgadas en 08 y D9, por Jo tanto, dicha 
reivtndicaciôn no se considera nueva, asi como sus depend ientes. 2-3 
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La reMndicaciôn 5 y 6, rectaman una composiciôn caracterizada porque 
contiene telmisartan y HCTZ (hidroclorotiazida) a clortahdona 

D71 describe: Una combinaciôn de telmisartano con hidroclorotiazida (d.iurØtico), 
(folio 344). 

D1 1, tambiØn describe Una combinación de telmisartano con hid roclorotiazida 
(diurØtico), (folio 371). 

� Por Is anterior cornparación Se concluye qua las reivindicaciones 5 y 6 no son 
nuevas. 

6.2 . Nivel invöntiy (artfculol8 D486) 

La. . reivindicaciôn 1, tambiØn reclama Is combinaciôn de telmisartan con 
amlodipino ô nifedipino 

� P10, divulga üna combinación  un inhibidor de angiotensina II y un btoqueador de 
canal de calcio, (folio 369, pg 10, parrafo 125) Dado qua el telmisartan as del 
grupo de los inhibidores ..de angiotensina II y el amlodipino y nifedipino as un 
bloqueador de canal de .calcio; el documento citado, sugiere tal combinación. 

Par 10 anterior un experto an Is materia podria lograr bbviamente, Is combinaciôn 
reclamada, to cual no Is hace inventtva 

7. Cohclusiôn: 

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

No Documento N° - Reivindicaciones. 
afectadas Requisito quo afecta 

D7 *arttcuIo 5-6 Novedad 
D8 W002009683 1-3 Novedad 
D9 U86248729 1-3 . Novedad 

D10 US20030078190. 1 I . . Nivel lnventivo 

8 Respuesta a los argumentos del solicitante: 

El solicitante allega un nuevo capitulo reivindicatorlo, an el cual se allegan 6 
reivindicaciones. 

El solicitante afirma qua las nuevas reivindicaciones 4 y 5 presentan unidad de 
invenciôn, presentan un efecto sorprendente y se encuentran soportadas an Is 
descripciôn. 

Se aclara al solicitante qua: Is nueva reivindicaciôn 4, � tal como se caracteriza, 
amplia materia al incluir laexpresiOn "es adicionairnente combinado", ya qua an 

� Is descripciOn no existe sustento,: de Is materia reclamada an esta reivindicaciôn, 
ó sea no existe una composicion qua contenga: Telmisartan, con cuatquiera de 
los componentes (a, b, c y d) y ademÆs un diurØtico, qua muestre el efecto 
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pretendido con la misma, ni tampoco so reclamaba esta composiciOn, en el 
capitulo reivindicatorlo anterior; adicionalmente, el tØrmino diurØtico no es conciso 
ya quo hace referencia a un efecto. Par lo anterior so sugiere que sea eliminada 
del nuevo capitulo reivindicatorlo. 

AdemÆs el hecho de hacer menciôn do combinaciones, folio 355, pg 4 do la 
respuesta (pÆgina 10, do descripciOri) no es sustento (con ejemplos) de una 
combinaciOn de tres componentes, con la cual so logre un efecto sorprendente, 
para la materia que se pretendereclarnar en 5 y6. 

El solicitante afirma quo "los mejores resultados se logran claramente con 
telmisartano y sus sales. Las formas de administración preparadas contienen un 
equivalente do 20-200mg, con preferencia 20, 40, 80, 120,160, ô 200mg .del Æcido 
llbre del principia activo, y similar con respecto a HCTZ (hidroclorotiazida)’. 

Se aclara primero que el objeto de la invención, no es lograr los mejores 
resultados do telmisartan a unas concentraciones como las mencionadas sino un 
efecto sorprendente con la combinaciOn de dos principios activos, el cual no se 

. evidencia en la descripciôn para la materia rectamada y segundo, las dosis 
mencionadas ya se conoclan, lo mismo que la concentraciOn do 12,5mg para 
HCTZ, las cuales se enseæan en D7 y D1 1. 

En cumplimiento del articulo 45 de la Decision 486 de la Comisión do  la 
Comunidad Andina, so le indica que debe dar respuesta dentro del tØrmino do 
sesenta dias contados a partir de la fecha do notificaciOn do la presente 
comunicaciOn. En caso de no dar respuesta al presente requerimiento, o si a 
pesar de la respuesta subsistieran los impedimentos para la concesiOn, se 
denegarÆ la patente. 

Notifiquese el presente oficio conforme a 10 dispuesto en el numeral 5.2, literal e), 
del capitulo quinto deltityjo prirnero de la Circular Unica NO 10 de 2001. 

. GARCIA GARCIA 
Director de Nuevas Creaciones () 

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

-R EE 

CONCEPTO TECNICO No.4215 EXANHNADOR TECNICO 

L COdigo No.202078 
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EDIFI( SUPCRINTENDENCIA DL INDUS I NIA Y COMERCIO 736111
 8650 

www.cavelier.comCARRERA 
cavelier@cavelier.com BOGOTA ilIHhIIIiIIIIIIEIiIIiIIlIIIIII 104814 

1 9660 
No. 06.008335-00012-0000 

Seæora Directora Fecha: 2010-04-05 17:15:42 Dep. 2020 DIR NUEVASCR 
DIRECCION DE NUEVAS CREACIONES Ira. 11 PAILNILIYII Eve 378 1-ASENACIONALI 

Superintendenda de Industria y Comercio Act, 467 SOLICIPRORROGA Folios: 3 

E. S. D. 

TrÆmite 011 
Evento : 378 
ActuaclOn: 467 

� Referenda : Expediente No. 06.008.335 
Asunto Solicitud de Patente para USO DE ANTAGONISTAS DEL 

RECEPTOR DE ANGIOTENSINA II 
Solicitante : BOEHRINGER INGELHEIM INTERNATIONAL GPJIRH 
Clase : A61  031/416, A61  003/0101 A61  005/050 
Fecha do Solicitud : 30 de enero de 2006 

1. Yo, LUZ CLEMENCIA DE PAEZ, identificada coma aparece al pie do ml firma, 

actuando como apoderada en el asunto do Ia referenda, atentamente solicito a Usted se sirva 

concederme un plazo do treinta (30) dIas, para atender el oficlo No. 190 notificado por fljación en 

lista del 8 de enero do 2010. 

2. Presento junto con este memorial, el recibo expedido par el Fondo Especial do la 

Superintendencia de Industria y Comercio, en donde costa el pago hecho par valor do $83.000 en 

conformidad con to dispuesto en la resolución No. 69699 del 30 do diciembre do 2009. 

Anexos: 
� Presento asi mismo sustitución del poder otorgado par el Doctor EMILIO FERRERO, a ml 

favor, y para to cuat soticito me sea reconocida personerla para proseguir COfl 91 trÆmite do 

este asunto en favor do la sociedad solicitante. 

Seæora Directora, 

N. T. 14-mayo-2010 
COLO-09255-841 -032-7 

00 ASG\JMSMD-1 68403\WPCL9255 
No. M-201 0-168403\ASG 

viza 

LUZ CLEIVIENCIA DE PAEZ 
C.C. 35.456.344 de UsaquØn 

T.P.A. No. 23.555 

NIT. 860.041.367-3 



WEB SITE: www.cavdier.com 
E-MAIL: cavelier@cavelier.com 

CAVELIER 
ABOAD0S 

EDIFICIO SISKI 
CARRERA 4 No. 72-35 
BOGOTA 8, COLOMBIA 

Seæores 

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO 
E. S. D. 

TELEFONO: (57) (1)347-3611 
TELEFAX: (57) (1)217-9211 (57)(1)310-4995 

Poderdante : BOEERXNGER INGELIZEIM INTERNATIONAL GMBH 
Poder conferido el : 12/12/1995 

Yo, EMILIO FER.RERO, obrando como apoderado principal del 

poderdante arriba mencionado, mediante el preserite escrito 

sustituyo el poder a ml otorgado a la doctora LTJZ CLEMENCIA DE 
PAEZ, identificada con cdula de ciudadanla No. 35.456.344 y 

Tarjeta Profesional N023.555, con todas las facultades que me 

fueron confer idas. 

Hago la anterior sustitución conforme al artIculo 66 del 

Código de Procedimiento Civil. 

Seæora Jefe, 

CO-
EMILIO,-FEP4ZERO 

T.P.A. NO 31.929 

C.C. N°438.O19 de UsaquØn 

Acepto: 

LUZ CLEMENCIA DE PAEZ T.P.A. NO 23.555 
C.C. No. 35.456.344 de UsaquØn 

N I T. 860.041.367-3 



I. 

NOTARA SEXA DE BOGOTA . 
R O’oclMtro Y P ESTACON PER3OAL %111.14t 8OUO1&D.0 
Ante eel 03 NOV 2009 
NOTARIO SXTO (E) DEL CIRCULO DE 
BOGOTA D.C. 
Cornparec6 (eron) 

IF 
Ug 

5L 

Outen(es) wthlb ron) la(s) C.C. 

N. 

4 Y deciar (aron) q  la(s) flrrna ) q a pare (n  
en el presents documento es(son) la(s) euya(s) y 

bkv quo of contenido del mismo cc clerto. 
N- En constancia se firma e8ta dllLgencla. 

- . 

I 

I 

9
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Igualmente afirma 

inadecuadamente. 

3.2 Unidad de invención 

que el componente d) se caracteriza 

El Exarainador considera que la presente solicitud carece de 

unidad de invención par cuanto la reivindicación 1 se refiere a 

diferentes coinbinaciones de telmisartan con otros principios activos. 

3.3 Patentabilidad de la inverición 

Nuevamente en esta oportunidad se cita un alto niimero de 

documentas que de acuerdo con el Examinador afectan tanto la novedad 

coma el nivel invent.ivo de la presente solicitud. Resumidamente se 

indica: 

. 

- las caracteristicas esenciales de la forinulaciÆn farmacØutica 

reivindicada se encuentran divulgadas en D8 y D9 

- Las reivindicaciones 5 y 6 no son nuevas a la luz de los 

documentos D7 y Dli 

- La coinbinación reivindicada es obvia de acuerdo con las 

ensefianzas del documento 010 

4. Con el fin de atender las objeciones expuestas, se desean presentar 

las siguientes modificaciones, aclaraciones y argumentos: 

4.1 Presentación de una solicitud divisional y modificación del pliego 

reivindicatorio de la solicitud inicial 

Siguiendo las disposiciones del Articulo 36 de la Decision 486, 

donde se establece que: 

Articulo 36.- El soilcitante podrâ, en cualquier momento del trÆmite, dividir su solicitud en dos o 
mÆs fraccionarias, pero riirlguna de estas podrÆ implicar una ampliaciOn de la proteccion que 
corresponda a la divulgacion contenida en la solicitud inicial. 

y con el objeto de atender la objeciOn de unidad de invenciOn se 

presenta junto con este memorial una solicitud divisional. 

Adicionalmente y en concordancia con el Articulo 34 de la misma 

DecisiOn se ha modificado el pliego reivindicatorio de la solicitud 

2 
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inicial. Los detalles de las anteriores modificaciones se indican a 

continuaci6n: 

Solicitud inicial 

El pliego reivindicatorio, cônformado por 6 reivindicaciones ha 

sido limitado a la öombinaciôn de telmisartan con amlodipina 0 

nifedipina. 

Solic.itud divisional 

El pliego .reivindicatorio de la solibitud divisional estÆ 

conformado por 6 reivindicaciones y .estÆ limitado a la 

coinbinación de telmisartan con un inhibidor de DPP4. 

De este modo, cada una de las solicitudes por separado .posee 

unidad de invenciOn. Por una parte estÆn los componentes amlodipina o 

nifedipina que corresponden a antagonistas del .calcio y por otra parte 

se encuentra el inhibidor de DPP4. 

Es .de relevancia mencionar que si bien mediarite la simple 

restricción del capitulo reivindicatorio se debe tener por superada la 

objeción par. unidad de invenciOn, es clara que el concepto comün-

inventivo de cada una de las solicitudes radica en la combinación- de 

telmisartan :bien sea con los antagonistas de calcia 

amlodipina/nifedipina o con el inhibidor de DPP4 y para i-a cual se ha 

demostrado.por primera vez que interactiia con el receptor PPM -gamma de 

una manera similar a las tiazolidinedionas empleadas coma agentes. 

antldiabØticos. Por lo tanto,la presente invención revela un compuesto 

de coinbinación que interactüa de forma adicional y sorpresiva con el 

probado blanco antidiabØtico: el receptor PPAR-gamma. 

La 

descripciÆn en su pagina 3, linea 25 a pÆgina 4, linea 3 

sØfiala: 

La inducción [de  la transcripciÆn de los genes regUlados por PPARgmma] es particularmente 
marcada para el principlo activo telmisartano. Una union de por ejemplo telmisartano con el 
receptor PPARgamma no puede ser detectada en los distintos sistemas de ensayo. Por ella, se 
presume que el aumento de la afinidad de protelnas de cofactores por PPARgamma por medlo 
de un -antagonista del receptor de la angiotensina II coma telmisartano tambiØfl Ileva al 
reclutamiento de las orotelnas de cofactores, cuando no existen ligandos PPARgamma sintØticos 
de gran afinidad. Esto produce luego una activaciOn de la transcrlpción de genes mediadª a 
travØs de estos cofactores que son regulados par el receptor PPARgamma. Como la indücciOn de 

3 
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estos genes es responsible de la acciOn antidiabØtica de las tiazolidindionas, se puede partir del 
hecho de que la inducciÆn de estos genes por antagonistas del receptor do La angiotensina II 
coma telmisartano despliega un efecto antidiabØtico comparable. AsI, estos principios activos 
son apropiados no solo para el tratamiento de hipertensiOn, sino tambiØn para el tratamiento y 
Ia prevención de la diabetes mellitus detipo 2. [subrayado fuera del texto] 

Continua la pÆgina 10, lineas 3 a 22: 

La ventajosa acción divulgada en esta invención de cada uno de los antagonistas de angiotensina 
LI es particularmente marcada para el principio activo telmisartano. Si (a aplicación combinada de 
un bloqueante del receptor de angiotensina II con uno a varios otros principios activos 
terapØuticos es conveniente a necesaria, telmisartano representa un bloqueante preferido del 
receptor de angiotensina It, porque combina en un 6nIco principlo activo una acción hipotensiva 
con una metabOtica, par ejemplo, una acción antidiabØtica que tamblØn contribuye con la 
prevención de la diabetes. 
Par este motivo, las combinaciones de principios activos preformuladas de telmisartano. con 
inhibidores do la HMG-Co A reductasa coma simvastatina a atorvastatina implican un desarrollo 
posterior orientado a Ia terapia do enfermedades cardiovasculares, cardiopulmonares, 
pulmonares a renales, pero tambiØn el tratamiento do dislipidemia, osteoporosis a Alzheimer. 
Esto rige tambiØn para combinaciones de principios activos do telmisartano con rosiglitazona a 
pioglitazona o repagfinida a metformina a un inhibidor do DPP4 en una terapia contra diabetes. 
TambiØn en el tratamiento de la hipertensiOn con inhibidares del sistema renina-angiotensina 
(RAS) en combinación con un antagonista de calcia coma amlodipina a nifedipina a un 
antagonista de la aldosterona como espironalactona a eplerenona, el telmisartano debe ser 
considerado un inhibidor preferido do RAS. La combinación con un antagonista do (a 
aldosterona como eplerenana tamblØn representa para el tratamiento a la prevención do 
debilidad cardIaca o infarto cardlaco un importante desarrollo ulterior. [subrayado fuera 
del texto3 

De otro lado, nos apartamos de la opinion del Examinador cuando 

raenciona quo las combinaciones reivindicadas no se encuentran 

sustentadas en la descripción. A este respecto, citamos un aparte del 

Manual Andino de Patent es, pÆgina 33, numeral 3.3 donde se sefiala que 

el propósito de la descripción es asegurar que por un lado, la 

solicitud contenga la suficiente información tØcnica para que una 

persona con conocimiento media en el arte pueda poner en prÆctica la 

invenciÆn, y par el otro que esta divulgación sea suficiente para 

conocer el aporte quo se estÆ haciendo a la tecnologIa. 

Par lo tanto, en el momento do evaluar la suficiencia de una 

solicitud do patente debe tenerse en� cuenta tanto la información 

contenida en la descripción, como los conocimientos do una persona 

medianamente versada en la materia. La anterior, par cuanto en la 

mayoria de los casos, se busca revelar la contribuciôn del solicitante 

rd 
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Por lo tanto, la presente .nvención no resulta no sÆlo obvia sino 

que ademÆs provee una mejora sustancial sobre el arte previo. 

Solicitamos atentamente tener en cuenta los arguinentos, 

modificaciones y aclaraciones que se presentan, de forma que se 

deinuestra que la presente solicitud es patentable de acuerdo con las 

disposiciones de la Decision 486. 

S. Puesto que se han atendido a cabalidad las observaciones hechas por 

su Despacho sobre la presente solicitud de patente, atentamente 

solicito que se continiie su trainitaciOn. 

6. PIEXOS 

� Formulario de divisiOn de una solicitud en trÆinite 

� DescripciOn  de la solicitud divisional 

S.
 Pliego reivindicatorio para la solicitud divisional conformado 

por 6 reivindicaciones 

� Recibo por concepto de presentaciOn de solicitud 

� Nuevo pliego reivindicatorio para la solicitud madre conformado 

por 6 reivindicaciories 

� Formulario de modificaciones 

� Articulo titulado: "DIPEPTIDY PEPTIDASE IV INHIBITION AS AN 

APPROACH TO THE TRATMENT AND PREVENTION OF TYPE 2 DIABETES: A 

HISTORICAL PERSPECTIVE" 

Sefiora Directora, 

a’4 
* LUZ CLMENCIA DE PAZ 

C.C. 35.456.344 de tlsaquØn 

T.P.A. No. 23.555 

COLO-09255-264-005-1 
COLO-09255-841-032-7 

Y’ COLO-09255--841-148-1 
JMs\JMS\ID-170879\W2CL9255 
No. M-2010-170879\JNS 
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IEspacio reseado para el adhesivo de 

Industria 
y 

Comercio 
�S UP E RI N TEND EN C IA 

FORMULARIO UNICO DE CONVERSION, DIVISION V FUSION DE 
� SOLICITUDES 

SOLICITUD DE: 

0 Conversion. II Division 0 FusiOn 

O Patente de lnvenciOn 0 Patente de Modelo de Utilidad 

El. Registro de Diseæo Industrial 0 Esquemas de Trazado para Circuitos Integrados 
Nombre: BOEHRINGER INGELHEIN 

U2 INTERNATIONAL GMBH 

SOLICITANTESociedad ’ existent bajo las 
 IDENTIFICACION 

(71) 
m5tIt0a 

C.C.0 NIT 0 
Direccion: B!rlger Strasse 173, 

55216 Ingelheirn am Rhein, C.E Ill Otro 0 
AIemara 

Cual 
Domicilio: Ingeiheim am Rhein. 

Alernama  Nümero 
TelØfono: 546 09 70 Fax: 24940 70 

E-mail: IientescaveIier.com 

(D Nombre: LUZ CLEMENCIA DE PAEZ IDENTIFICACION 

REPRESENTANTE DirecciOn: Carrera 48�  No. 72-35 

o 

APODERADO TeiŒfono: 3473611 C.C. N NIT 0 
Fax: 2118650 C.E. 0 Oo. 0 

E-mail: clientescaveIier.com 

Domicilio: BogotØ, Colombia. Cual NUmero 
35.456.344 T. P. 23.555 

CONVIERsft 

DIVISION FUSION 5 Expediente No:  ExpedientØ No: 

06.008.335 Expediente No: De:  No. de Divisionales: j Expediente No: � A: Comprobante de pago No.: 10-34.599 Fecha: 4 

de 
mayo 

de 2010 Anexos II 

Comprobante de pago de la tasa por 554.000.00 O 
Qomprobante de pago por reivindicaciones adicionales despuØs de la decima 
reivindicaciOn por IZI 
Poderes, si fuere el caso I1 

Documento que acredita la existencia 
y 

representaôión 
legal 

de las partes, 
cuando 
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_i. ComposiciOn farmacØutica que comprende telmisartano o una de sus sales en 

combinación con am(odipina 6 nifedipina; 

2. La composicion de (a reivindicaciOn 1, caracterizada porque contiene 20-200 mg de 

telmisartano. 

3. La composiciOn de (a reivindicación 2, caracterizada porque contiene 40, 80  160 mg 

de telmisartano. 

4. La composición de (a reivindicaci6n 1, caracterizada porque el antagonista del receptor 

do (a angiotesina II, telmisartano, es adicionalmente combinado con un diurØtico. 

5. La composición de la reivindicación 4, caracterizada porque contiene 10-50 mg de 

HCTZ o clortaildoria. 

6. La composiciOn de la reivindicación 5, caracterizada porque contiene 12,5 o 25 mg de 

HCTZ. 
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Breakthroughs and Views 

Dipeptidyl peptidase IV inhibition as an approach to the treatment 
and prevention of type 2 diabetes: a historical perspective 
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Received 12 April 2002 

We. have read with interest the recent paper by Hitike 
et al, (1], which appeared in the March Issue of 1310-
chemical and Biophysical Rcsçarch Communications. In 
their paper. Hinke et al. describe the potential of in-
hibitors of dlpeptidyl peptidase TV (1)PP TV) as novel 
therapeutic agents to treat type 2 diabetes, and address 
the question of whether the mechanism of action of 
metforrnin involves Inhibition of DPP TV to enhance the 
antidiabetic effect of the incretin hormone giticagen-like 
peptide-1 (GL.P-l) Having read the paper., we were 
concerned that the authors hive presented a summary of 
the literature which is not perfectly balanced and is in 
some instances. inaccurate, The purpose of this short 
paper Is, therefore, to present a balanced and accuratc 
review of the studies which have led up to the current 
interest in developing DPP IV Inhibitors as therapeutic 
agents in type 2 diabetes. 

The discovery in the early 1930s that mammalian 
prcproglucagori contains, in addition to glucagon, se-
quences of two related peptides (23, began a search for 
the biological function of these additional peptides, with 
many research groups taking up the chase, our own 
amongst them. With the demonstration that OL?-) was 
probably the most potent insulinotropic agent hitherto 
known (3-5], interest grew explosively. (3LP-1 was 
shown to be released in response to orally ingested nu-
trients and to act as an incretth, hormone, stimulating 
meal-induced insulin secretion (see [6,7] for reviews). 
Particular excitement was aroused when it was shown in 
1992 that GLP-1 was also effective in patients with type 
2 diabetes [89], and could normalise blood glucose in 
these subjects when given 

a 

a continuous intravenous 
infusion (10-12]. However. unexpectedly, the effects of a 
single: subcutaneous injection of GL?-1 were dis-

B-inoll eiddrnaw: dcaeoutirni3.ku,dk (CF. Deacon). 

appointing. Despite plasma levels of linmunoreactive 
GLP-1 being maintained well above basal levels [13], 
insulin secretion rapidly returned to pre-rrcattncnt val-
ues and blood glucose concentrations were not norma-
Used flS-15]. However, the effect of repeated 
subcutaneous adnilnistration an fasting blood glucose is 
as good as that of Intravenous administration [13]. and 
continuous subcutaneous administration is also effective 
(16). 

The first hint of an explanation for the short-lived 
effectiveness of single subcutaneous injections of OLP-1 
was indicated in 1992. In a meeting abstract, Buckley 
and Lundquist (11] described degradation of GL?-1 by 
plasma and the resulting formation of. a metabolite 
truncated by two N-terminal residues, but it wuc 
Mentliia et al [193 In 1993, who identified the enzyme 
responsible. Tn in vitro incubations, they showed that 
mi,cromolar concentrations of LP-1 (and the other 
related incretin hormone, glucose-dependent insalino-
tropic polypeptide, GTE’) were N-terminally degraded by 
1)?? IV [18]. This finding spurred research into Incretlii 
hormone metabolism in vivo. Our own group (19), first 
became interested in this specific area in mid 1993, re-
suiting in the presentation of preliminary data showing 
that also picornolar concentrations of GLP-1 were de-
graded by human plasma: in vitro. In these early days, 
research effort from our own group would appear now 
to have paralleled that of Pederson et at. and Demuth 
at a). with the first reports that 01_P-1 was degraded by 

DPP TV. in vivo appearing in 1995. Thus, we published 

that physiological concentrations of 0LP1 were de-
graded by DPP IV and, furthermore, identified the 

truncated mctabolito as an endogenous circulating pep-tide in rntnj in March 1995 (205, while Kieffer at al. wcr 

the first to show in vivo degradation of exogenou.tly 
administered GLP-1 (and GTE’) In rats in August 1995 
[21]. This was followed one month later by our own 0006-291X/021$ - ses frost ,mattcr 0 2002 Elaevhr Science (USA). All rights reserved. i’11: S0006-291X(02)00359-5 05/04/2010 MAR 00:01 [# TX/RX 75091 Lj 003 
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demonstration that exogenous GLF-I, particularly after 
subcutaneous injection, was N-terminally degraded in 
both normal and diabetic subjects [22] and 1atCr, with 
the development of specific analyses, endogenous 01? 
was also shown to be N-terminally degraded [23]. Indi-
rect observations in uremic patients bad indicated a role 

for the kidney in the elimination of GLP- 1 [24], and this 
was later confirmed in rats by Ruiz-Grande at al. [25] in 
1993. Subsequently, our own group extended the ob-
servations to include the liver, In 1996, and by use of 
region-specific radioinumthoassays showed that 
N-terminal degradation of OLP-L particularly in the 
hepatic bed, was widespread [26]. Similar findings were 
later shown for GIP [27]. Taken together with the 
knowledge that DPP IV has 

a 

widespread distribution in 
the renal tubules, on hepatocytes and on capillary en-
doUtcihim (reviewed In (28)) and the suggestion that the 
truncated metabolites may not he able to activate the 
respective incretin receptors (18.2930], an important 
role for DPP IV in the physiological regulation of C3LP-
1 and GYP activity was suggested [18.20,21]. The finding 
that the enzyme is localisedinthe endothelium of cap-
illarics actually adjacent to thq OLP-1-containing L-cells 
[31], together with the demonstration that over halt of 
newly synthesised (Intact) OLP-i is N-terminally de-
graded even before it leaves, the local capillary bed to 
eater the systemic cixeuiatiou [31], further underscores 
the relevance of DPP TV in incretin hormone biology. 

The elucidation of the’ pivotal role of DPP IV in in-
cretin hormone metabolism.’ coupled with on-going 
studies from many research groups into the possibility 
of using GLP-1 therapeutically prompted the initiation 
of studies into the possibility of manipulating the in viva 
metabolism of GLP-1 as 

a 

novel therapeutic approach. 
and the idea of using DPP IV inhibitors as a diabetes 
treatment has been the focus of teach recent interest 
(academic as well as commercial). Hinkc at al, [13 claim 
that their own research group was the first to postulate 
such a "link between the possible benefits of DP IV 
inhibition and glycemic control due to enhancement of 
the incretin effect" t321. However, examination of the 
literature reveals this not to be the case. Our own study. 
published in 1995 1221, a full year before the Pauly (32] 
study, discussed the role of DI’? IV in incretin hormone 
metabolism and concluded that. "inhibition of dipeptidyl 
peptidase IV may prove a useful adjunct in the ’man-
agement of type 2 diabetes" because "inhibition of 
OLP-i (736) amide degradation would... increase the 
availability of the biologically active peptide," and it 
was additionally suggested that DPI’ IV-tesistant OLP- I 
analogues may also have therapeutic potential (22]. This 
was followed by a review paper [33] in which we dis-
cussed the therapeutic potential of DI’? IV inhibitors In 
diabetes treatment. In fact, Pauly at al. [32) do not no.-
tuaUy mention DPP IV Inhibitors in relation to $lycae-
mic control per so, but rather speculate that DPI’ TV 

inhibition "is predicted to have a profound effect on the 
enteroinsular axis" because of "an increased half4lfe of 
endogenously released’ 01? and 012-1 

The initial suggestion in 1995, that DPI’ IV inhibition 
may influence QLP- I metabolism In vivo leading to 
improvements in glucose tolerance [22], was indicated to 
be correct in two preliminary communications presented 
at the same meeting in 1996. Thus, partial inhibition of 
DPI’ IV with diprotin A (a competitive substrate of DPI’ 
IV which Is not wholly effective in vivo) reduced the 
N-terminal degradation or exogenous GLP-1 in anaes 
tbctiscd pigs 134, while the inhibitor ile�thiazo]idide was 

observed to improve glucose tolerance in rats [353. These 

preliminary observations were subsequently confirmed 
in full papers. Thus, in May 1998. Deacon at a].. [36] 
demonstrated that the Inhibitor valine-.pyrroiidide im-

proved the metabolic stability of intact GLP-1 3-fold, 

potentiating its irisulinotropic and auti-hypnrglycacmie 
effects, while Pederson et al. 137] reported in August 

1998 that ile-.thiazolididc improved glucose tolerance in 
rats. Subsequently, these studies have been corroborated 
by a number of acute studies all demonstrating that 

DPI’ IV inhibition Is effective in animal models of im-
paired glucose tolerance (38-40]. Data on whether long-term DPI’ IV inhibition maintains its beneficial cifect on glucose tolerance is only just beginning to emerge. Brand at aL [41) in a meeting abstract from 1999, re-

ported that improved glucose tolerance was maintained 
after 1-week treatment with valine�pyrrolidide in Zuc-

ker obese rats, while more recently. Pospisllik et al. 1423 

first in a preliminary communication in 2001 and sub’ 
acqucutly as a full paper ip, 2002 [43], demonstrated that 12-week treatment was also associated with sustained improvements in glucose tolerance. In fact. In the latter Mort [43], the effect of DPI’ TV inhibition actually ap-peared to improve with 

time. The preliminary results 

from human studies are also starting to be reported. 
Thus, single dose treatment with a DPI’ TV inhibitor 

reduces the glucose excursion in both healthy and dia-
betic subjects 1444 while chronic treatment over 
4 weeks improves metabolic control in patients with type 

2 diabetes [46]. These preliminary results are encourag-

ing, and support the hypothesis that DPI’ IV inhibition 
may be a viable approach to diabetes treatment. In their paper }tinkc et. &L [1), examine whether the mechanism of action of metformuin involves inhibition of DPI’ IV. They suggest that the only other study to ex-

amine a potential interaction between metformin. GLP-
1 and DPI’ IV was carried, out by Mnnztueei et al. [471, and that no studies have been carried out in diabetic subjects. Again, we find this to be inaccurate. since our own group (483 also published a study in 2001. in which the effects of mettorniln alone, 012-I alone and met-Fortitin 1’ GLP-1 were examined In patients with type 2 diabetes. Hinke at al [1] criticise the study of Maiinucci at al. (47) for failing to measure total 012-tin addition 05/04/2010 MAR 00:01 [# TI/RX 75091 Il004 
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to intact OLP-1 levels. yet ignore the Zander at al.’s [48] 
study where both these parameters were measured and 
found to be identical in the .GLP..J alone and mctfor-
win + OLP- I treated groups. Indeed, in the Zander ct 
al.’s 48] paper, it was concluded that "Inhibition of 
GLP-1 degradation oan1cit explaiht the additive effect of 
OLP-1 and metforrnin." 

It is our intention that this short chronological review 
should rceoi,Jsc all the studies which have contributed 
to the elucidation of incretin hormone metabolism and 
the subsequent research into the therapeutic potential of 
DPP IV inMbitors for the prevention and treatment of 
type 2 diabetes. It is our h,pe that future reports Will 
acknowledge fairly the contributions,or ifI pertinent 
rcsearch in this intriguing field. 
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Combination of Organic Compounds 

PCT/EI’01/13976 

� Sexual. dysfunction (SD) Is more commonly observed in hypertensive patients 

especially those with dlabeóiorhyperHpIdema  Further, many commonly use anti-
hypertensive drugs such as diuretics and beta-blockers can interfere With sexual function in 
both sexes, causing loss of libido, impairment of erectile function and ejaculation in men and 

delay or prevent orgasm in women A specific angiotenshi receptor blocker or antagonist 

(ARB), losartan, has been show to have an advantage In preservation of sexual function 

when used clinically for the treatment of hypertensive disorder In male rats Chan P et al, 

Pharmacology, 68(3):132-9(1999). it has also been suggested that administration of ARBs 
result in smooth muscle relaxation and thus erection In an anesthetized dog. Klfor I. et al., J. 
Urol, 157(5)::1920-1926 (1997) However, heretofore, there has not been a suitable 
treatment for SD associated with hypertension. Because of low response (40-55% efficacy) 

to antlhypertcnslve monotherapy, combination therapy for hypertension (>80% efficacy) has 
to be used In a large number of patients 

Accordingly, there Is a need for a method of treating a patient suffering from SD 
associated with hypertension comprising administering a therapeutically effective amount of 
a pharmaceutical combination to the patient, wherein the pharmaceutical combination 
comprise as active Ingredients: 

(i) an ARB or a pharmaceutically acceptable salt thereof, and 

(ii) (a) an anti-hypertensive, drug or a pharmaceutically acceptable salt:thereof or 
(b) a statin or a pharmaceutically acceptable salt thereof. The pharmaceutical combination 
may be administered as a pharmaceutical composition comprising the pharmaceutical 
combination and a pharmaceutically acceptable carrier, 

� There is also a need for a i 

with hypertension and another c 

hyerllpldom!a comprising admir 
wherein the pharmaceutical corn 

(1) an ARB or a pharmaceutlo 

(Ii) (a). an anti-hypertensive 

(b) a etatin or a pharmaceutic 

od of treating a patient suffering from SD associated 
Hen, including but not limited to diabetes and 

ring a pharmaceutical comblnatlon to the patient, 
Won comprise as active ingredients: 

acceptable salt thereof; and 

or a pharmaceutically acceptable salt thereof or 

acceptable salt thereof. 
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In EP 678503 A); especially preferred is the hemi-fumarate salt thereof; detikiren (cf. EP 

173481 A); teriaklren (of. EP 266850 A); and zankiren (of. EP 229667 A). Especially 

preferred is allakiren, preferably the hemi-fUmarate thereof. 

Statins include atorvastatin, cerlvastatln, fluvastatin, lovastatin, pitavastatin, 

pravastatin, and slmvastattn, or, In each case, a pharmaceutically acceptable salt thereof. 

Preferred statins are those agents which have been marketed, most preferred are 

fluvastatin, slmvastatln, atorvastatin, or pitavastatin or a pharmaceutically acceptable salt
------------

thereof. 

Preferred combinations according to the present invention comprise the combination of 

vaIa.rtan and an anti-hypertensive drug. selected from the group consisting of the CCB 

$ amlodipirie, especially the besylate thereof, the ACEI benazepril, the ACEI enalapril, the 

diuretic hydrochrothlazIde, the j3adrenergic blocker metoprolol, the statin fluvastatin, the 
statin pitavastatin, and the renin Inhibitor aflsklren, or, In each case a pharmaceutically 
acceptable salt thereof. 

ii The combination according to the present invention as described herelnbefore and 
hereinafter may be used for simultaneous use or sequential use In any order, for separate 
use or as a fixed combination. 

The term "pharmaceutically acceptable salts" or a pharmaceutically acceptable salt 
thereof’ refer to salts prepared from pharmaceutically acceptable nontoxic acids or bases 
Including Inorganic acids and bases. Suitable pharmaceutically acceptable acid salts for the 
first agent and the co-agents of the present invention. Include acetic, benzenesulfonic 

$ 
(besylate), benzoic, camphorsulfonic, citric, ethenesulfonic, fumaric, gluconlo, 
hydrobromic, hydrochloric, Isethionic, lactic, maleic, malic, mandelic, methanesulfonic, 
mucic, nitric, pamofo, pantothenic, phosphoric, succinlo, sulfuric, tartaric, acid, p-
toluenesulfonlo, and the like. 

The pharmaceutical compositions of the present invention comprise the 

carrier. 
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"SD associated with hypertension" as that term Is used herein means the Incidence of 

sexual dysfunction resulting from hypertension as well as from the medical treatment of 

hypertension with drugs irrespective of the presence of diabetes and hyperlipldemia. 

"SD associated with hypertension and another condition, including but not limited to 

hyperlip demla and diabetes" as that term is used herein meansthe Incidence of sexiP 

The treatment of SD associated with hypertension and the treatment of SD associated 
with hypertension and another condition by methods described in the present Invention may 
be demonstrated in the following pharmacological test: 

An International, multi-center, double-blind, randomized, active-controlled trial, is 
conducted in approximately 14000 patients with essential hypertension and moderate to high 
cardiovascular risk profiles. In this trial, vaisartan or amiodipine are administered as 
monotherapy.. Dosages, e.g. once a day, are as follows: Valsartan Is administered in. 40, 80, 
or 160 mgs; am!odlpine is administered In 2.5, 5 or 10 mgs. 

For combination therapy, valsartan is administered In combination with one of 
amiodipine, slmvastatln or hydrochiorothiazide (HCTZ). During the development of these 
combinations, vaisartan Is administered once or twice daily at 40, 80, 160 or 320 mgs. Co-
administered with valsartan Is Amlodipine at a dose of 2.5, 5 or 10 mgs; slmvastatin at a 
dose of 20,40 or 80 mgs or HCTZ at a dose of 12.5 or 25 mgs. 

After the administration of the above monotherapies and combinations patients are 
evaluated for quality of life, Including sexual function. Applicant has surprisingly found that 
the combinations described above achieve a therapeutic effect of towering sexual 
dysfunction in the patients greater than the therapeutic effect achieved by the sum of the 
administration of the active ingredients separately. 

Further, administration of pharmaceutical combinations of the invention have a 
therapeutic effect for (I) reducing sexual dysfunction associated with hypertension and (II) 
reducing sexual dysfunction associated with hypertension and another condition. The 
administration of these combinations also achieves a synergistic therapeutic effect for (I) 
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reducing sexual dysfunction associated with hypertension and (II) reducing sexual 

dysfunction associated with hypertension and another condition which effect is greater than 

the sum of the therapeutic effect achieved by administration of the active ingredients 
separately. 

To prepare the pharmaceutical compositions of the present invention, the active 

Ingredients, or their pharmaceutically acceptable salts, racemates or enantlomers are 

combined In intimate admixture by mixing blending or combining In any manner known to 

those of skill In the art, with a pharmaceutically acceptable carrier. The pharmaceutically 

acceptable carrier may take a wide variety of forms depending on the form of preparation 

desired for administration. As an example, the pharmaceutical compositions comprise of 

from about 01 % to 90 %, preferably of from about 1 % to about 80 % of the active 

Ingredients. 

Any suitable route of administration may be employed for providing a mammal 

with a therapeutically effective amount of the pharmaceutical combinations and 

compositions of the present invention. For example, oral, rectal, vaginal, topical, 

parental (subcutaneous, Intramuscular, Intravenous, tranedermal) and Reforms of 

administration may be employed. Dosage formulations include ointments, foams, 

gels, transdermat patches, tablets (both fractionable and non-fractionabie), caplets, 

powders for Inhalations, geicaps, capsules, elixirs, syrups, chewable tablets, 

lozenges, troches, dispersions, aerosols, solutions, fast-dissolving wafers, 

suppositories or suspensions or other known and effective delivery methods. 

Oral dosing is preferred. In preparing the compositions in oral dose form, any 

of the usual pharmaceutical carriers may be employed Including any material, 

composition or vehicle, such as a liquid or solid filler, diluent, exciplent, solvent or 

encapsulating material Involved In carrying, formulating or transporting a chemical 

agent. Specific, examples are water, glycols, oils, alcohols and the like In the case of 
oral liquid preparations. In oral solid forms solid carriers such as starches, sugars, 
kaolin, lubricants, binders, disintegrating agents and the like may be employed. Oral 
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El problerna planteado en esta solicitud consiste en Ia necesidad do una cornposiciôn 
que incluya un antagonista del receptorde angiotensinalt, para tratarla hipertensiOn 
y at mismo tiempo Ia diabetes. 

Para resolver este problema tØcnico Ia solicitud en estudio proporciona una 
composiciOn farmacØutica quo comprende telmisartano en combinación con: 
amlodipina ô nifedipina. 

El objeto de Ia presente Solicitud se relaciona con Ia ClasificaciOn Internacional de 
Patentes (CIP): A61 K31/536; A61 p11/06. 

4. Do Ia Solicitud de Patente 

Titulo 

El titulo no corresponde con el objeto de Ia solicitud porque Ia combinaciOn 
reivindicada so refiere a una composicion y no al uso Ia misma el cual no es 
patentable, por 10 cual se sugiere al Solicitante hacer Ia correccion necesaria 

$ Reivindicaciones (Art 30 D 486, Art 22 PCT) 

La reivindicaciôn 1, reclama una cornposición que comprende una combinaciôn de 
telmisartano con amlodipina a nifedipina, Ia cual no esta soportada para quo el 
experto en Ia materia a partir do Ia enseæanza particular de Ia descripciôn (las 
composiciones do telmisartano combinado con metformina (folio 55, pg 14) y 
telmisartano combinado con hidroclorotiazida, folio 65, pg 24), Ia extienda a to 
reclamado en esta reivindicaciôn. 

La reivindicación 4, reclama una composición qua comprende una cornbinación de 
telmisartano con amlodipina o nifedipina y un diurØtico, el grupo farmacologico 
diuretico no caracteriza un compuesto especifico par lo tanto Ia composicion no 
queda definida de forma correcta por sus componentes especificos, to cual muestra 
falta do concision en Ia presente reivindicacion Ademas, esta, no esta soportada 
para que el experto on Ia materia a partir do Ia enseæanza particular do Ia descripciOn 
(las composiciones d6: telmisartan combinado con metformina (folio 55, pg 14) y 
telmisartano combinado con hidroclorotiazida, folio 65, pg 24), Ia extierida a to 

-. reclamado en esta reivindicaciôn. 

Las reivindicaciones 5 y� 6, reclaman una oomposiciôn  que comprende una 
combinacton de telmisartano con amlodipina o nifedipina y HCTZ o clortalidona Do 
estas composiciones, tampoco existe soporte en Ia descripción a sea ejemplos que 
contengan los tres principios activos, ya quo Ia que se encuentra on Ia descripciôn 
son composiciones de: telmisartan combinado con metformina (folio 55, pg 14) y 
telmisartano combinado con hidroclorotiazida (folio 65, pg 24), to cual no permite 
queeI experto en (a materia a partir de Ia enseæanza particular de Ia descripciOn, Ia 
extiertda a to reclamado en esta reivindicación. 

Se requiere at Solicitante hacer las aclaraciones necesarias. 

S. Do (a solicitud do Patente 

RØivindicaciones (artIculo 300 486) 

Expediente 06 068335 3er Art 45 
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La reivindicaciOn 1, reclama composiciones de telmisartan con: amlodipina a 
nifedipina; pero en Is descripciôn solo existen ejemplos, pars )as composicicnes: de 
telmisartan combinado con metformina y telmisartan combinado con 
hidroclorotiazida. 

6. AnÆlisis de la Oposición 

Argumerttaciones de Procaps 

Laura Catalina Silva, actuando en calidad de apoderada de PROCAPS S,A, 
arguments que Is presente solicitud carece de Novedad y de aplicación industrial, a 
Is luz de los documentos D1( ES2175096) y 02 (W00130353). 

RESPUESTA DEL SOLICITANTE BOEHR(NGER INGELLHEIM INTERNACIONAL 
(folios 22-330; de 25/02/ 2009): 

El interesado antes de entrar a discutir los argumentos que rea(zan Is novedad de (a 
presente invención frente a (as enseæanzas de los documentos citados par $ PROCAPS S.A, decide cambiar el capItulo reivindicatorio desistiendo de (as 
reivindicaciones 1-19 (de uso) y radicando un nuevo capItulo reivindicatorlo (1-15 
reivindicaciones, folios 328-329). 

-El solicitante en su respuesta frente a Jo argumentado par el opositor, PROCAPS 
S.A dice que: 

La afirmaciôn de Is falta de novedad soportada en los documentos Dl y D2 
mencionados ariteriormente, results equivocada dada que ninguno de estos 
documentos, enseæan una composiciôn: ’tal coma esta definida, es decir, una 
composiciôn farmacØutica que contiene telmisartano en combinaciÆn con amlodipina 
o nifedipina, eplerenona, clopidogreL opcionalmnete combinado con acido 
acetilsalicilIco, ô un inhibidor de DPP4". 

RESPUESTA DEL EXAMINADOR TECNICO A LA OPOSICION DE PROCAPS S.A 
Y AL SOLICITANTE BOEHRINGER INGELLHEIM INTERNACIONAL. 

Esta oficina considers que, aunque el soticitante presents un nuevo capItulo 
reivindicatorlo y que los documentos Dl y 02 presentados par el opositor, no 
afecten Is novedad de Is presente solicitud, por Jo tanto no se tendrÆn en cuenta en 
et presente anÆlisis de patentabilidad; no obstante, existe el documento 
W00243807, que ya divulgaba Is combinación reclamada en Is reivindicaciÆn 1: tat 
coma se demuestra en el presente anÆlisis de patentabilidad. 

7. Determinación del Estado de (a TØcnica 

El Estado de Is TØcnica se determinô con base en Is fecha de Presentación de  Is 
Solicitud de Prioridad: Julio 31 de 2003 y se encontraron los siguientes documentos 
que anticipan el objeto de esta solicitud: 

ItemLT Documento T Titulo Techa de Pub1icaci6n 

D12 - W00243807 Combination of Organic 
Compounds 

Jun10 06 de 2002 

D12;http:i/qb.especenet.com/searchg7ccii/g97 
htsdivu(ga una composiciOn que comprende Is combinación de telmisartano con 
Expediente 06 068335 3er Art 45 
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nifedipina o amlodipina y ademÆs puede contener hid roclorotiazida 
(folios: 398-403). 

8. Examen de Patentabilidad (Art 14 D486) 

Nivel Inventivo (Art18 D486) 

La reivindicaciôn 1, reclama: Una composición farmacØutica que comprende, 
Telmisartano o una de sus sales en combinaciOn con amlodipina O nifedipina. 

Comparacion de las caracteristicas tØcnicas esenclales, con las del Estacio de Is Tcnica: 

Caracterlsticas esencia lea D8 (i..) 
Composiciôn I 

a)Telmisartan o una de sus sales Telmisartari 
b) amlodipina o nifedipina ampociipina o amlodipina 

El estado de la tØcnica cercano, corresponde al documento DO-en donde: 

"$ El documento D12, divulga una cornposicion que comprende la combinaciôn de: 
telmisartano con nifedipina o amlodipina (folio 399, pag 4, lineas 1-4) y que ademÆs 
contiene un diurØtico come HCTZ (folio 402, pg8, lIneas 15-16), utilizada para tratar 
pacientes con disfunciôn sexual asociada a (a hipertensión sin excluir (a diabetes y (a 
hiperlipidernia. AsI mismo, tamblØn, divulga (a composiciOn conformada por una 
combinaciôn de telmisartan con atorvastatina (ver pagina 7 y reivindicaciôn 15), 
donde ya es conocido que (a asociaciOn de un antagonista del receptor ATI con un 
inhibidor de (a reductasa �HMG-CoA, genera un efecto sinØrgico a bajas dosis (ver 
folio 401, pÆgina 7, linea 7; folio 402, pg8, linea 28; pg 12, linea 14). 

La composición reivindicada se diferencia de Dflen. que dicho documento no 
menciona una composición especifica que comprenda los principios activos 
Telmisartano o una de sus sales, en combinaciôn con amlodipina 6 nifedipina., 

Pero dade que en la descripcion no existe una composiciôn que contenga los dos 
principles activos, en una misma composición, que dØ evidencia de un efecto tØcnico 

fj
 come per ejemplo, una sinergia 6 la disminución de efectos colaterales; una persona 

del oficio normalmente versada en (a materia, podria lograr obviamente, (a 
combinación reclamada. 

Adicionalmente al observar (a descripciOn, tambiØn se encuentra que el aporte que 
se realiza el estado de la tØcnica esta basado en que el telmisartan posee una mejor 
sensibilidad a (a insuUna con respecto a otros inhibidores de AT, come por ejemplo 
(losartan e ibersatan, Ver folios 59, pg 18, folios60 y 61, pgs 19 y20). Sin embargo 
esta es una propiedad o efecto presentado por el telmisartan (el cual es conocido en 
el estado, del arte) mÆs no per (a combinación de este con (a el amlodipino o 
nifedipidino. Por 10 tanto la composición reclamada en la reivindicaciôn 1, no 
presenta evidencia tØcnica en la descripciôn. 

De tal manera que (a soluciOn propuesta al problema tØcnico planteado en esta 
solicitud en la reivindicaciOn I es obvia y no tiene Nivel Inventive. Dade que (as 
reivindicaciones dependientes 2-6, no agregan ninguna caracteristica inventiva a (a 
presente reivindicaciOn, se concluye que estas tampoco son inventivas. 

9. Conclusion 

Expediente 06 068335 3er Art 45 



Los requisitos de Patentabilidad do la presente Solicitud estÆn afectados as!: 

Item I Documento. Relvindicaclones afectadas I Regui8ltO que afecta 
D8 a’) I W00243807 1-6 1 Nivet Inventivo 

10Respuesta a los argumentos del seæor solicitante. 

1. El solicitante prØsenta una solicitud divisional y modificaciOn del capitulo 
reivindicatorio de la solicitud inicial, no obstante persisten las objeciones de falta do 
concision en tØrminos y.falta de sustento, como se explica en el numeral 3.1. 

Se aceptala divisional y el nuevo cap.Itulo reivindicatorio. 

2. El solicitante argumenta (folio 382) quo "es do role vancia mencionar quo sib/en 
mediante la simple restriccion del capitulo reivindicatorio so debe toner por superada 
Ia objeciOn por unidad do invencion, Os claro quo el concepto comun inventivo do la 
solicitud radica en la combinacion do telmisartan bien sea con antagonistas do calcio 
(amlodipina /nifedipina) o con. el inhibidor do DPP4". 

Se aclara que elconcepto comün inventivo que relaciona las invenciones, 
debe cumplir por si mismo con los requisites de novedad y nivel inventivo, lo 
cual no ocurre con el telmisartan porque es conocido en el estado de la 
tØcnica (folio 399, pag 4, llneas 1.4yfolio 402, pg 6, Ilneas 15.-16). 

3. Afirma que (folio 383), "nos apartamos. do ía opiniOn del examinador cuando 
menciona quo las combinaciones roivindicadas no so end uontran sustentadas on Ia 
descripciOn A este respecto, citamos un aparte del manual andino do patentes, 
pagina 33, numeral 3.3 dondo so seæala que cI propOsito do Ia descripciOn es 
asegurar quo por un lado, Ia persona con conocimiento medic one I otto puoda 
ponor on prØctica Ial invenci6n, y per otro lade quo eta divulgaciOn sea suficiento 
pare conocer el aporo quo e esta haciendo a la toonologla" 

Se aclara quo en la descripciOn (folio 51, pg 10), Se menciona una 
combinaciOn de telmisartan y amlodipina o nifedipina, no se menciona 
telmisartan y amlodipina o nifedipina con un tercer compuesto como un 
diuretico (HCTZ a Clortalidona), pero Ia sola mencion no es sustento de las 
composiciones reclamadas, quo contengan los dos o tres principios activos 
antes rnencionados, ya que La unica forma do poder evatuar si existen a no 
ventajas en La combinación do compuestos, es tener datos cuantitativos del 
efecto de cada compuesto par separado y de la combinacion de estos, bajo 
las mismas condictones do ensayo, pare evaluar si el resultado de la 
combinaciôn se debe a:, 

a) solo La suma esperada de efectos de Los dos agentes,{ 
b) si incluso se presenta una disminucion en la actividad aditiva esperada, a 
C) si en realidad existe un efecto. mayor al aditivo (sinergico), quo serla 
inesperado, no predecible y que si tendria nivel inventivo. 

AdemÆs el supuesto efecto sinergico ye era conocido en D#folio 402, pg8, 
Unea 28). 
Asimismo el efecto mostrado en la descripcion (aporte que so realiza el estado 
do la tØcnica) esta basado en que el telmisartan posee una mejor sensibilidad 
a Ia insulina en comparaciOn con respecto a otros inhibidores de AT, coma 
por ejemplo (losartan e ibersatan, Ver folios 59, pg 18, folios60 y 61, pgs 19 
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y20) Sin embargo esta es una propiedad o efecto presentado por el 
telmisartan (el cual es conocido en at estado del arte) mÆs no por I 
combinación do este con la el an1Iodiino o nifedipidino Por to tanto la 
composiciôn reclamada en la reivindicacion I no presenta evidencia tØcnica 
en la descripciOn. 

4. Argurnenta quo (folio 384) "en el presente .caso, a partir de Ia lecture ... A fin de 
garantizar condiciones cornparables, so obsetva y cuantifica este efecto on el marco 
do la presente invenciôn con una ayuda de una Ilnea ce/u/ar estable. (ejemplo 2). 

Se aclara quo este ensayo muestra que et telmisartano quo es antagonista del 
receptor de angiotensina II, tamblØn acta en receptores PPAR gamma. Pero 
to anterior, no es evidencia del efecto tØcnico de las composiciones 
reclamadas, quo comprenden ademas del Telmisartano o una de sus sales, la 
amlodipina 0 la nifedipina. 

5. AdemÆs argumenta el solicitante quo "una persona medianamente versada en la 
materia sabe que por tine parte el inhibidor DPP4 es conocido en ci arte y permite tin. 

. desarro/lo posterior oriŁntado.., Ia persona medianamØnte versada en /a materia 
sabe quo la presencia del diurØtico en la composicion busca reducir /a prosiOn 
arterial sistOilca ", 

Se aclara quo esta oficina esta de acuerdo en cual es el efecto farmacolOgico 
del inhibidor de DPP4 y do un diurØtico, pero como ya se menciono en los 
antenores articutos 45, una composición se caracteriza por sus componentes 
o principios activos (especificos definidos con concision) que la constituyen y 
no por grupos farmacolOgicos, ni por resultados a atcanzar. 

6. Argumenta el solicitante que ninguna do las anterioridades D7, D9 o D1 1, anutan 
la novedad de la solicitud madre 0 de la divisional (folio 385). 

Se aclara quo tiene razón. porqUe estos documentos no divulgart una 
composicion especifica que contenga la combinaciOn do los dos componentes 
mencionados en la presente reivindicacion 1, telmisartano o una do sus sates 
en combinaciOn con amlodipina 0 nifedipina, por to tanto no anularlan la 
novedad. 

7. Se argumenta ademÆs quo DIO no reveta ni sugiere la combinaciones de 
telmisartan con amlodipina, nefidipina ó un inhibidor de DPP4. 

Se acepta que en DID no se divulga una composiciOn especifica que 
comprenda telmisartano o una de sus sales en combinacion con amlodipina o 
nifedipina, pero si divulga composiciones que inctuyen bloqusadores de 
receptores de angiotensina Il(ARB) at cual pertenece el telmisartano y un 
;nhtbtdores del enzima conversor do angiotensina (ACEI) at cual pertenecen la 
amlodipina y la nifedipina, para tratar enfermedades card iovasculares 

8. El solicitante argumenta que (folio 386) "a/ telmisartan no solo reduce la prcsiôn 
san guinea sino quo tambiØn interactUa con ol receptor PPAR gamma do forma 
similar que los sensibilizadores do insuliria troglitazona, rosiglitazona, o pioglitazona 
y quo son empleados para tratar la diabetes tipo 2 "La presente invenciOn tambien 
enseæa quo entre los bloqueadores del receptor do angiotensina II, 91 telmisartano 
tiene la interacción mas pronunciada con ci receptor PPAR gamma 
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Consecuentemente eI.teimisartan seconvierte en &antagonista delreceptorATl do 
comb:naciOn pro fendo do amplodip;na, nifedipina un inhibidor do DPP4" 

Se aclara que los ensayos realizados muestran que el telmisartano que es 
antagonista del receptor de angiotensina ii, adsmÆs interactua en receptores 
PPAR gamma, do una manera mas pronunciada que otros bioqueadores del 
receptor-de angiotensina II; peroestos resuitados, no son evidencia del efecto 
tØcnicode las cornosiciones reciamadas en Ia presente solicitud. 

9 Afirma ci solicitante (folio 386) que uDe acuerdo con 10 anterior, ía combinaciôn do 
telmisartano con amlodipIna, æefidipina ó un inhibidor do DPP4 per  mite tratar ía 
diabetes manifiesta de tipo 2, asi como los primoros sintomas del trastorno 
inetabOiico cornplejo do/a prediabotes, es decir, ía prevenciön do una diabetes 
mellitus do. tipo 2." . 

Se aclara quo pbrIotanto, los Ønsayosrealizados en dondeseencbntrO el 
otro efecto del telmisartano (actua sobre receptores PPAR gamma), no son 
evidencLa del efecto tØcnico do las composiciones reciamadas, Ia cual 

:* tampôco permite concluir to afirmado en este pÆrrafo. 

En cumplimiento del articulo 45 de Ia Decision 486 de Ia ComisiOn de Ia Comunidad 
Andina, se le indica que debe d.arrespuestä dentro deltØrmino do sesenta(60) dias 
contados a partir do Ia fecha de notificaciôn de  Ia presente comunicactôn En caso 
de no dar respuesta al presente requerimiento, o si a pesar do Ia respuesta 
subsistieran los impedimentos para Ia concesion, se denegarÆ Ia patente 

Notifiquese ci presente oficio conforme a to dispuesto en ci numeral 5 2, literal e), del 
capituio quinto del tituto primero de Ia Circular Unica No, 10 de 2001. .� 

JOSE LUIS SALAZARLÔPEZ . r 

Director de Nueas Creàciones (C) 

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

Elaborado por Lyna del Carmen Mordecay Dunoyer. 
Revisado Por, Gloria Jacqueline Alfonso Rozo 

a 

Aprobado por JosØ Luis Salazar LOpez 

Expediente 06 068335 3er M.45 . . .� . . . 

- .... .-.;.. -. . --


