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(57) ABSTRACT

A pharmaceutical composition comprising ar least one of
components (a) and at least one of components (b) shown in
below:

(a) a compound represented by the general formula (I)

(1)

Rl

(wherein R1 represents a hydrogen atom or a hydroxyl
group) or an acid addition salt or hydraic thercof; and

(b) an amecliorant of ¢erebral circulation, a vasodilator,
a cerebral protecting drug, an brain metabolic stimu-
lants, an anticoagulant, an antiplatelet drug, a throm-
bolytic drug, an amelirant of psychiatric symptom, a
antihyperteasive  drug, an antianginal drug, a
diuretic, a cardiotonic, an antiarrhythmic drug, an
antihyperlipidemic drug, an immunosuppressant, or
4 pharmaceutically acceptable salt (except the com-
ponents shown in (a)). It is useful as a preventive or
remedy for cerebrovascular disorders and cardiac
diseases.
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[01d]  Moreover, the drug of components (b), which is
used together with the component (a) represented by the
general tormula (1) according to the present invention,
includes pharmaceutically aceeprable salts thereof.

[0015] (2) The pharmaceutical composition according to
tlem (1), in which the vasodilator shown in (B) i» a calcium
channel Mocking drug and the caleium channel blocking
drug is nimodipioe.

[0016] (3) The pharmaceutical composition according to
item (1), in which the thrombolytic drug shown in (b) is a
lissue plasminogen activator and the ussue plasminogen
aclivator is alteplase.

[0017] (%) The pharmaceutical composition according 1o
iten (1). in which the antiplatelet drug shown in (b) is
clopidogrel or aspirin.

[O0M8] (5) The pharmaceutical composition according to
item (1), in which the antanginal drug shown in (b) is a
culcium channel blocking drug und the calcium channel
blocking drug 1s amlodipine or nifedipine.

[0019] (6) The pharmaceutical composition according to
idem (1), in which the antianginal drug shown in (b) is a
pitrale Jrug and the nitrate drug is isosorbide.

[0020] (7) The pharmaceutical composition according to
item (1), in which the antianginal drug shown in (b) is a
B-adrenaline receptor antagonist and the $-adrenaline recep-
tor aptagonist is atenolol,

[0021] (8) The pharmaceutical composition according to
llem (1), which is provided [or prevention or treatment of a
cerehrovascular disorder.

[0022] (9) The pharmaceutical composition according to
item (&), In which the cerebrovascular accident 1s selected
from the group consisting ol cerebral infarction, cerebral
thrombosis, cerebral embolism, cerebral hemorrhage, cere-
bral  vasospasm, subarachooid hemorrhage, transient
ischemic attack, corebral arteriosylerosis, head trauma, and
cerebral cdema; and psychiatric symptom, neurologic symp-
o, disorder in activities of daily livingdisability, amnesia,
and dementia, which are based on those discases.

[0023] (10) The pharmaceutical composition according o
item (&), in which the cerebrovascular disorder is selected
from the group consisting of: cerebral infarction and cere-
bral vasospasm, and neurologic symplom and disorder in
activities of daily living disability, which are based on those
Jiseases

[0024] (11) The pharmaceutical composition according to
ftem (&), in which the cerebrovascular disorder Is selected
from the group coasisting of: cerebral vasospasm developed
atter subarachnnid hemorrhage, and neurclogic svmptom
and Jisorder in activities of daily living disability, which are
awsoviated with those discases.

[025) (12) The pharmaceutical composition according to
item (2). which is provided for prevention or treatment of a
cerebrovascular disorder.

[0026] (13) The pharmaceutical composition according 1o
tem (12), in which the cerebrovascular disorder is selected
from the group consisting of: cerebral infarction, cerebral
thrombosis, celebral embolism, transient ischemic anack,
cerebral arteriosclerosis, head trauma, and cerebral edema,
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and psychiatric svmptom, neurologic symptom, disorder in
activities of daily living disability, amnesia, and dementia,
which arc based on those diseases.

[0027] (14) The pharmaceutical composition according to
item (12), in which the cerebrovascular disorder 1s selected
from the group consisting of: cerebral infarction and cere-
bral vasospasm; aod a neurologic svmptom and disorder in
activities of daily living disability, which are based on those
diseases.

[0028] (15) The pharmaceutical compositivn according to
item (12), in which the ¢erebrovascular disorder is selected
from the group consisting of: cercbral vasospasm developed
after subarachnoid hemorrbage; and neurologic symptom
and disorder in activities of daily living disability, which are
associated with those discascs.

[0029] (16) The pharmaceutical composition according 10
item (3), which is provided for prevention or treatment of a
cerebrovascular disorder.

{0030] (17) The pharmaceutical composition according to
itemn (16) in which the cerebrovascular disorder is selected
from the group consisting of: cerebral infarction, cerebral
thrombosis, celebral embolism, and transient ischemic
atrack; and neurologic symptom and disorder in activities of
daily living disability, which are based on those diseases.

[0031] (18) The pharmaceutical composition according to
item (4), which is provided tor prevention or treatment of a
cerebrovascular disorder,

[0032] (19) The pharmaceutical composition according to
item (18), in which the cerebrovascular disorder s selected
from the group consisting of: cerebral infarction, cerebral
thrombosis, celebral embolism, cerebral hemorrhage, cere-
bral vasospasm, subarachnoid hemorrhage, (ransient
ischemic attack, cerebral arteriosclerosis, head trauma, and
cerebral cdema; and psychiatric symptom, neuralogic symp-
tom, disorder in activitics of daily living disability, amnesia,
and dementia, which are based on those diseases.

[0033] (20) The pharmaceutical composition according to
item (1), which is provided for prevention or treatment of a
cardiac disease.

[0034] (21) T'he pharmaccutical composition according 1o
item (20), in which the cardiac disease is selected from the
group consisting of myocardial ischemia, angina pectoris,
myocardial infarction, complication of myocardial infare-
tion, reperfusion injury in treatment of myocardial infarc-
tion, and cardiac failure.

[0035] (22) The pharmaceutical composition according 1o
item (20), in which the cardiac discase is angina pectoris.

[0036] (23) The pharmaceutical composition according to
ttem (3), which s provided for prevention or treatment of a
cardiac discase,

[0037] (24) The pharmaceutical composition according to
item (23), in which the cardiac disease 1s sclected from the
group consisting of myocardial ischemia, angina pectoris,
myocardial infarction, complication of myocardial infarc-
tion, reperfusion injury in treatment of myocardial infare-
tion, and cardiac failure.

[0038] (25) The pharmaceutical composition according to
item (23), in which the cardiac disease is angina pectoris.
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olol, celiprolol, bopindelol, bevantolol, labetalol, alprenolol,
amosulalol, arotinolol, befunolol, bucumolol, bufetolol,
buteralol, buprandolol, butvlidine, butofilolol, carazolol,
celamolol, <¢loranolol, dilevalol, cpanolol, levobumnolol,
mepindolul, metipranolol, moprolol, nadoxolol, nevibolol,
oxprenolal, practol, pronetalol, sotalol, sufinalol, 1alindolol,
tertalol, wlhiprolul, xybenolol, and esmolol), a-receptor
blocking drugs (such as amosulalol, prazosin, terazosin,
doxazosin, bunazosin, urapidd, phentolamine, arotinolol,
dapiprazole, lenspiride, indoramin, labetalol, naftopidil,
ricergoling, ramsulosin, wlazoline. nmazosin, and yohim-
bine), svmpathetic nerve inhibitors (such as clonidine, guan-
tacine, guanabenz, methyldopa, and reserpine), hydralazine,
todralazine, budralazing. and cadralazine. Examples of the
antianginal drug include nitrate drugs (such as amvl nitrite,
nitroglveernin, and isosorbide), f-adrenaline receptor block-
1y, drugs (such as propranolol, pindolol, indenolol, car-
tevlol, hunitrolol, atenolol, acebutolol, metoprolol, timolol,
nipradilol, penbutolol, nadolol, tilisolol, carvedilol, biso-
prolol, betaxolol, celiprolol, bopindolol, bevantolol, labe-
talol, alprenolol, amosulalol, arotinolol, befunolol, bugu-
molol,  bufetolol,  buferalol,  buprandolol, butylidine,
butofilolol, carazolol, cetamolol, cloranolol, dilevalol,
epanolol, levobunolol. mepindolel, metipranolol, moprolol,
nadoxolol, nevibolol, oxprenclol, practol, pronetalol,
sotalol, sutinalol, talindolol, tertalol, 1oliprolol, andxy-
benolol). culclumchanne!l blocking drugs (such as aranid-
ipine. elonidipine, nicardipine, bamidipine, benidipine,
manwdipine, ¢ilokhpioe, nisoldipine, pilrendipine, mfe-
dipine, nilvadipine, felodipine, amlodipine, diltiazem, bepri-
dil, clentiazem, phendiline, galopamil, mibefradil, preny-
famine, semotadil, terodiline, verapamil, cilnidipine,
¢lgodipine, isradipine, lacidipine, lercanidipine, nimodipine,
cinnarizine, Hunarizine, lidoflazine, lomerizine, bencyclane,
clatenone, and perhexiline) trimetazidine, dipyvridamole,
¢tatenone, diluzep. trapidil, nicorandil, enoxaparin, and aspi-
rin. Lxamples of the diuretic include thiazide diuretics (such
as hvdrochlorothiazide, methvelothiazide, trichlormethiaz-
ide, benzvlhvdrochlorothiazide, and penflutizide), loop
diurctics (such as furosemide, ctacrynic acid, bumetanide,
piretanide, azosemide. and 1orasemide), K* sparing diuretics
(spironolactone,  triamterene, andpotassiumeanrenoale),
vsmotic diuretics (such as isosorbide, D-mannitol, and glyc-
erin), nonthiazide diuretics (such as meticrane, tripamide,
chlorthalidone,  and  mefruside), and  acctazolamide.
Cxamples of the cardiotwnic include digitalis formulations
(such as digitoxin, digoxin, methvldigoxin, deslanoside,
vesparinone, lanatoside €, and proscillaridin), xanthine for-
mulations (such as aminophvlline, choline theophylline,
diprophylline, and proxyphvlline), catecholamine formula-
liops (such «$ Jdopamine, dobutamine, and docarpaminc),
PDL I iohibitors (such as amrinone, olprinooe, and mil-
rincne), denopamine, ubidecarenone, pimobendan, levosi-
mendan, aminoethylsulfonic acid, vesnarinone, carperitide,
and colforsin duropate. Examples of the antiarrhvthmic drug
inchude aymaline, pirmenol, procainamide, cibenzoline, dis-
cepyramide. quinidine, aprindine, mexiletine, lidocaine, phe-
myvlein, pilsicainide, propafencne, flecainide, atenolol, aces
butalol, propranclol, metopralol,  pindolol,
amicdarone. nifekalant, diltiazem, bepridil, and verapamil.
L xamples of the antibyvperlipidemic drug include atorvasta-
o, simvastatn, pravastain sodium, fuvastatin sodium,
clinofibrate. clofibrate, simtibrate, fenotibrate, bezatibrate,
colestimide, and colestvramine. Examples of the immuno-

sotalol,
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suppressant include azathioprine, mizoribine, cyclosporine,
tacrolimus, gusperimus. and methotrexate.

[0053] I addition, examples of the drugs of the present
invention shown in (b) to be used together with the com-
pound shown in (a) or pharmaceutically acceptable salts
thereof include carperitide, eplerenone, vatanidipine, lemil-
dipine, clevidipine, zofenopril, olmesartan, KRII-594, oma-
patnlat, fasidotril, ccadotril, sampatrilat, MDL-100240,
Z-13752A, xamoterol, molsidorine, ivabradine, cariporide,
ctomoxir, HMR-1098, cniporide, BHI-890, 81.-65.1708, tri-
flusal, tinzaparin, pamicogrel, tirofiban, cptifibatide, abeix-
imab, YM-33, BGC-728, CI-1031, NAPc2, SB-249417,
nesiritide, wrodilatin, BG-9928, DTI-0017, monosialogan-
glhioside GM-1, turilazad, nicaraven, EGb-761, ebsclen,
NXY-059, EPC-KI, sitaxsentan, tezosentan, ambriscnian,
zonampanel, enrasentan, darusentan, J-104132, BMS-
207940, BSF-302146, TBC-3711, ABT-346, Ro-61-1790,
aliskiren, vepalimomab, VPA-985, SR-121463, (oborinone,
MCC-135, MCI-154, treprostinol, repinotan, SUN-N4057,
dexanabinol, UK-315716, irampanel, DY-9760¢, pexeli-
cumab, UK-279276, and NS-7.

[0054] The pharmaceutical composition of the present
invention includes not only a mixture in which at least one
of the above-mentioned components (a) and at lcast one of
the above-mentioned components (b) have been mixed
previously, but also a nonmixed combination such as a form
of a kit or a pharmaceutical package.

[0055] On preparing the pharmaceutical composition of
the present invention as a formulation having a form suilable
tfor administration, there may be mixed: the compound
represented by the general formula (1) (wherein R1 repre-
sents a hydrogen atom or a hydroxyl group) provided as an
active ingredient or an acid addition salt or hydrate thereof;
at least one treatment agent of the drugs shown in (b) or a
pharmaceutically acceptable salt thereof; and a pharmaceu-
tically acceptable carrier which is known as a supplementary
component. Examples of the carrier include: gelatin; sac-
charides such as lactose and glucose; starches such as wheat,
rice, and corn starch; fauy acids such as stearic acid; faily
acid salts such as calcium stearate and magnesium stearate;
lale; vegetable oils; alcohols such as stearic alcohol and
benzyl aleohol; gum; and polvalkvlene glycol.

[0056] Morcover, general examples of a liquid carrier
include: water; physiological saline; a solution containing
dextrose or a similar sacchande; and glycols such as ethyl-
enc yglycol, propylene glycol, polyethylene glveol, and
polypropylene glycol. When the pharmaceutical composi-
tion of the present invention is prepared as a capsule,
tvpically, gelatin is preferably used.

[0057] The pharmaceutical composition of the present
invention, which is composed of: the carrier provided as a
supplementary component; the compound represented by
the general formula (1) (wherein R1 represents a hvdrogen
atom or a hydroxyl group) provided as an active ingredient
or an acid addition salt or hydrate thereof; and at least one
treatment agent of the drugs shown in (b) or a pharmaceu-
tically acceptable salt thereof, includes an active ingredient
in an amount of, typically 0.01 wt % or more and 80 wt &
or less, preferably 60 wi % or less, for example.

[0058] In addition, the present invention relates o a
method of treating 2 cerebrovascular disorder or a cardiac
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quinazosin: R8-97074, proroxane; sertindole; SGB-
15345 S1.-59.0591; tamsulosin: tedisamil; terazosin,
tibalosin; tiodazosin; tolazoline; trimazosin; upid-
osin; urapidil; yohimbine; zolertine.

Mar, 25, 2004

ole; ketouten; 1.-648051; levcromakalim; lodoxam-
ide ethyl; lodoxamide tromethamine; montelukast;
oxarbazole; piriprost; pirolate; pobilukast; pran-
lukast; ritolukast; sulukast; tiaramide; Ubenelast;
tomelukast; verlukast; verofylline; zafirlukast; zileu-

120

[0053] ACE inhibitors: ton.

[0054] alacepn); benazeprnl, benazeprilat, [0061]
BMS-189921; BRIL.-36378; captopril, ceronapnl;
CGS-13928C; cilazapril; cilazaprilat; dehydrocapio-
pril; delapril; enalapril; enalaprilai; EU4867, EXP- [0062] acitazanolast; acrivastine; alinastine; altoqua-

Other antiallergics (for example leukotricne
aqtagonists):

7711 fasidotril; fosinopril; fosinoprilat; idrapril;
imidapril: imidaprilat; indolapril; libenzapnl; lisino-
pril; mixaopril; moexipril: moexiprilat:; moveltipril;
vinapatrilat; orbutopril; pentopril; perindopril; per-
indoprilat, pivopril; quinapril; quinaprilat; ramipril;
rentiapril; sampatrilat; SCH-54470; spirapril; spira-
prilat; temocapril; temocaprilat; teprotide; trandola-
pril trandolaprilay; ulibapril; utibaprilat; Z-13752A,
zabicipril; zofenopril: zofenoprilat.

[0055]7 Renin anlagonists

[0056] CGP-38560, ¢iprokiren, CP-108671;
enalkiren: ES-6%64; FK-906; remikiren; terlakiren;
sankiren

[0057]  Antiallergics such as PDE inhibitors:

[0058] arofvlline: atizoram, AWD-12-281 (N-(3,5-
dichloro-4-pyridiny1)-2{1-(4-Buorobenzy )-5-by-
droxy-1H-indol-3-y1}-2-ox0acctamide);  BAY-19-
&0(4 (ethanesultonic acid 2-(2,4-
dichlurophenylearbonyl)-3-ureidobenzofuran-6-vl
ester). benafenteing; CC-1088; CDC-801 (B{3-(cv-
clopentyluxy)4-methoxyphenyl]-1,3-dihydro-1,3-di-
axo-2H-1soindole-2-propanamidce); CDC-9Y8;
Cl-1018; cilomilast (cis{4-cyano-4-(3-cyclopenty-
joxy-4-methoxyphenyheyvelohexane-1-carboxylic
acid); cilostazol; cipamfvlline (8-amino-1,3-bis(cy-
clupropylmethyDxunthine); D-4396; D-4418 [N-(2,
3-dichloro-3-pyridinyl)-8-methoxy-5-quinolinecar-
hoxamide ), darbutelone; denbufvlline; ER-21355;
tilaminast; ibudilast; 1C-483; indolidan; laprafylline;
lixazinone, MESOPRAM [(-)-(R)-5-(4-methoxy-3-
propoxvphenyl)-3-methyloxazolidin-2-onc;
plitraquazone; NM-702: olprinone; ORG-20241
(43 4-dimethoxyphenyl)-N2-hvdroxythiazole-2-
carboxamidine); piclamilast; pumatentrine ((=)-cis-
Jecthoxy-8-methoxv-2-methvl-1,2,3,4.42,10
Ob-hexahvdru-6-(4-diisopropylaminocarbonylphe-
nyDbenzo[c){1,6]-naphthyridine); quazinone;
RO-15.-2041; roflumilast (3-(cyclopropylmethoxy)-
N-(3,3-dichloro-pyridvl)-4-(difluoromerhoxy)-ben-
camide)s rohipram; SCH-351591; 8H-636; ubenelast
(3.6-dicthoxvbenzo[bJthiophene-2-carboxylic acid),
wlafentrine, trequinsin; V-11294A (3{[3(cyclopen-
tvloxy)-+-methoxvphenyljmethvl]-N-ethvl-&-(1-me-
thvlethvly-3H-purin-t-amine); YM-58997 (3-(3-bro-
mophenyi)-1-ethyi-7-methyl-1 h-naphthyridin-
2AD-one), YM-976  (4-(3-chlorophenv)-1,7-
dicthylpyrido[2,3-d]pyrimidio-2(1H)-une);
zardaverine.

line; amlexanox; andolast; astemizole; ataquimast,
azatadine; azelastine; bamipine; barmastine; batebu-
last; BAY-X-10035; BAY-X-7195; bepiastine; bepo-
tasting; BIIL-284; bilastine; binizolast; buclizine,;
bupaprolast; cabastine; carebasting; celirizing;
C1-939; ciproxifan; clemasting; CMI-977; cro-
mogleic acid; cromolyn natrium; dametralast; deslo-
ratadine;  dlmenhydrinate;  diphenhydramine;
doqualast; dorastine; E-4704; efietirizine; emcdas-
ting; enofelast; enoxamast; ebasting; cclazolast; epi-
nastine; texofenadine; tiezelastine, HSR-609; KCA-
757, levocabastine; levocetirizine; linetastine;
loratadine; LY-293111; mapinastine; meguitamium
iodide; mequitazin; minocromil, mizolastine,
MK-886; moxastine, moxilubani; nedocromil,
nedocromil calcium; nedocromil sodium; mivime-
done; noberastine; norastemizole; octastine; ONO-
4057, ontazolast, oxatomide; pemirolast; pentiget-
ide; perastine, piclopastine; picumast; pirquinozol,
poisonoak extract; probicromil; proxicromil; quazo-
last; quifenadine; quinotolast; raxofelast; repirinast,
REV-5901-A; rocastine; rupatadine; SKF-5-106203,
sequifenadine; setastine; sudexanox; tagorizine;
talastine; tazanolast; tazifyllineg; temelastine; terfena-
dine; tetrazolast; texacromil; thiazinamium chloride;
tiacrilast; tiprinast meglumine; txanox; traoilast,
WY-50295; ZD-3523; zepastine.

[0063] Amebicides:

[0064] 1B-bisamidine; bherythromyein; bialamicol,

carbarsone; chloroquine; chloroquine; clumoxyvquing
ciloquinol; dehydrocmetine; difctarsone; diloxanide;
emetine; etofamide; iodoquinol; {achnumon; lirol-
dine; paromomycin sulfate; pinafide; quinfamide;
satranidazole; stevaladil, stirimazole; symetine;
teclozan; teiracycline; tilbroqulnol;

[0065] Antiandrogens:

[0066) abiraterone; benorterone; cioteronel; cyprot-

erone; delanterone; delmadinone; drospirenone; epi-
tostanol; inocoterone; L-654066; minameslane;
oorgestimate; osalerone; oxendolone; progesterone;
rosterelone; topterone; zanoteronc,

[0067]  Antianemics:

[0068] ancestim: diciferron; epoetin alfa, epoetin

beta; epocetin epsilon; epuelin gamma; epoctin
omega, ferrous sulfate, FK-352; folic acidi gleptof-
erron; glutathione monoisopropyl ester; leucovorin
calcium; tucareso); 1YB-5220; velaresol,

[0059] Other antiallergics for asthma treatment: (0069] Antianginals:

[0060] ablukast; atreleuton; bunaprolast; cinalukast; [0070] alinidine; amiodarone; amlodipine besylate;
cromitrile; cromolvn; FPI.-55712; iralukast; isamox- amlodipine maleate; azaclorzine, bamidipine; ber-
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Como resuitado del Examen de Fondo, realizado con fundamento en el articulo
45 de la Decision 486 de la Comision de la Comunidad Andina, se comunica;

Documentos estudiados:

Descripcion: Folios 32 a 41 como se radicé inicialmente.
Reivindicaciones: Folios 42 a 43 como se radicd inicialmente.
Prioridad: FR 05.13006 (21.12.2005)

Objeto de la Invencién

Titulo de la invencidn: “Nueva asociacion de un inhibidor de la corriente sinusual
if y de un inhibidor de la enzima de conversibn y las composiciones
farmaceéuticas que la contienen”

Problema Técnico Planteado: “Necesidad de un tratamiento alternativo para el
tratamiento de la hipertensién arterial”

Solucién: “Proporcionar tratamientos alternativos para la hipertensiéon arterial que
contienen la asociacion de un inhibidor selectivo y de un agente inhibidor de la
enzima de angiotensina”

[PC: AB1K 31/55

Reivindicaciones relativas a un uso o a un segundo uso (Art 14y 21 D 486)
La reivindicacion 10 se refiere al uso de la asociaciéon segun una de las
reivindicaciones 1 a 6 para elaborar composiciones farmacéuticas destinadas al

tratamiento de la hipertensién arterial, al respecto se anota que esta debe ser
eliminada del capitulo reivindicatorio ya que hace referencia a un uso.
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Determinacién del Estado de la Técnica

El Estado de la Técnica se determind con base en la fecha de presentacion
2005.12.21 y se encontraron los siguientes documentos que anticipan el objeto
de esta solicitud:

I item \ Documento | Titulo Fecha de

Publicacion

f Medicinal composition for prevention of or
D1 | US2004/0242565 | treatment for cerebrovascular disorder and | Dec. 02, 2004
‘ cardiopathy
Pharmaceutical preparation comprising an
active dispersed on a matrix

D2 US 2004/0058896 | Mar. 25, 2004

Analisis de Patentabilidad (Art 14 D486)
Nivel Inventivo (Art18 D486)

La reivindicacion independiente 1 dice: “Asociacidn de un inhibidor selectivo y
especifico de la corriente sinusal If y de un agente inhibidor de la enzima de
conversion de la angiotensina.”, y la reivindicacion independiente 7 dice:
“Composiciones farmacéuticas que contienen como principio activo un inhibidor
selectivo y especifico de la corriente sinusal If en asociacion con un agente
inhibidor de la enzima de conversién de la angiotensina segun una de las
reivindicaciones 1 a 6, solos 0 en combinacién con uno o varios excipientes
farmacéuticamente aceptables.”

D1 presenta una composicion farmacéutica capaz de tratar

trastornos cerebrovasculares y enfermedad cardiaca (parrafo 1), " ™
la cual incluye (a) un compuesto representado por la férmula | .
(derecha) y al menos uno de los componentes (b), dentro de este | i

grupo (b) estan farmacos antihipertensivos y diuréticos entre

otros, y lo ejemplos de los farmacos antihipertensivos incluyen ®
inhibidores de la enzima convertidora de la angiotensina como el perindopril y
antagonistas de la angiotensina |l como losartan (parrafo 52). Ademas de los
ejemplos mencionados se incluyen agentes antianginosos como la ivabradina
(parrafo 53). La composicion farmacéutica de la presente invencién esta
compuesta por: el compuesto representado por la formula | y al menos un agente
activo del grupo (b) o una sal farmacéuticamente aceptable del mismo (parrafo
57).

La solicitud se diferencia de D1 en que la asociacion y composicidén farmacéutica
reveladas por la presente solicitud carecen de los compuestos derivados de la
formula | revelados por la anterioridad.

El Efecto Técnico que logra la diferencia es proporcionar tratamientos
alternativos para la hipertensién arterial que contienen la asociacién de un
inhibidor selectivo y de un agente inhibidor de la enzima de angiotensina

El Problema Técnico Objetivo de esta solicitud es la necesidad de un tratamiento
alternativo para el tratamiento de la hipertension arterial.
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D2 se refiere a una preparaciébn en la que un ingrediente activo es
uniformemente disperso en una matriz de excipientes seleccionados (parrafo 1),
los ingredientes activos pueden ser inhibidores de la ECA: como por ejemplo:
perindoprit y farmacos antianginosos como
ivabradina (parrafo 60).

El experto en la materia habria sido motivado por D2 a asociar de perindopil e
ivabridina y a su vez a incluir en la composicién farmacéutica de D1 dicha
asociacion de IECAs como perindopil y antianginosos como ivabridina.

Se concluye que las reivindicaciones 1y 7 y sus dependientes carecen de nivel
inventivo.

Conclusidén

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

N° Documento Reivindicaciones Requisito que
afectadas afecta

D1 US 2004/0242565 1-9 Nivel inventivo

D2 US 2004/0058896 1-8 Nivel inventivo

En cumplimiento del articulo 45 de la Decisién 486 de la Comision de la
Comunidad Andina, se le indica que debe dar respuesta dentro del término de
60 dias contados a partir de la fecha de notificacion de la presente
comunicacién. En caso de no dar respuesta al presente requerimiento, o si a
pesar de la respuesta subsistieran los impedimentos para la concesién, se
denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal
e), del capitulo quinto del titulo primero de la Circular Unica NZ 10 de 2001.

.

JESUS-FERNEL GARCIA GARCIA
Director de Nuevas Creaciones (E)

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

CONCEPTO TECNICO EXAMINADOR TECNICO
NUMERO: 4169 Codigo:202092
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