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Doctor ’
GIANCARLO MARCENARO JIMENEZ
Superintendente Delegado Para la Propiedad Industrial

EXPEDIENTE: 03-039.889
ASUNTO: Solicitud de patente a nombre de
Novartis AG.

Estimado Doctor:

En mi calidad de apoderada de la sociedad solicitante de la patente de la referencia
manifiesto a usted lo siguiente:

1. Mediante memorial radicado en ese despacho el 28 de marzo 2005, el cual no
ha sido resuelto atn, solicité que se realizara el examen de patentabilidad.

2. En vista de que han transcurrido _1 afio y 9 meses sin que se haya atendido
dicha solicitud, ruego a usted se sirva dar las instrucciones del caso para que se
proceda de inmediato a resolver este asunto.

Cordialmente,

JIMENA ESCOBA I BE

CC 39.779.452 de Usaquén.
T.P. 68228
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{ tion refates to methods for ackieving synergistic therapeutic effects such as Sowering blood pressure and treafing congestive heart

(59 Tiffe: SYNERGISTIC THERAPEUTIC COMPOSTTIONS AND METHODS

m:mmmmﬁmmmwfmaMQaﬁwﬁaSﬁmmMmmd
treating congestive heart faitnre in a mammal Mare specificaily, this inveation relstes to synesgistic compositions comprising
amgunts of at least two thevapeutic agents selected: from: the group consisiing of & renin inhibior, an angiotensin 1 converting en-
zyme inhibitor and #n angiotensin H antagonist, which inkibitors and antagomnists are present in amounts sufficient to cause syn-
ergistic therapentic effects such as lowering blood pressure and treating congestive heart faifure in.a mammal. Farther, this inven-

failure in a mammat which methods comprise administering to said mantmal, either sequentially in any order er simuitancously,
amounts of at least two therapentic agents selected from the growp consisting of a rento inhilktor, an angiotensin § converting en-
zyme inhibitor and an agiotensin IT antagonist, in amounts sufficient to achieve a synergistic therapeutic effect.
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CLAIMS

1. & method for achiewving a synergistic
therapeutic effect in a mammal in need thereof which
comprises administering to said mamal amounts of at
least two therapeutic agents selected from the-group
consisting of:

{a) a renin inhibitor;

(b} an angiotensin I converting enzyme iphibitor;
and

(c) an angiotensin II antagonist,

wherein the amount of (a} alone, the amount of (b)
alone and the amount of {c)} alone is insufficient to
achieve the therapeutic effect; and

wherein the combined effect of the amounts of the
therapentic agents administered is greater than the sum
of the therapeutic effects of the amounts of the
individual therapeutic agents administered.

2. *he method according to claim 1 wherein an
amount of a renin inhibitor and an amount of an
angiotensin I converting enzyme inhibitor are
administered simultaneously. .

3. The method according to claim 2 wherein the
renin inhibitor is {alpha-R[alpha-R*,beta-S*{S*,S*)]~
alphaehydroxy—heta-[[z-[{2-(4-mozpholin-l-carhoxamido)-
1-oxo-3—pheny1prapyl]amino}-3-methylthio»l-oxOcpropyl]-
amino] cyclohexanebutanoic acid, and the angiotemsin I
converting enzyme inhibitor is captopril, enalapril,

lisinopril or ramipril.
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G4 Tule: ANGIOTENSIN H RECEPTOR BLOCKING COMPOSIIIONS

(57) A¥stract
‘This invention relates to pharmacentical

| compositions comprising a aily
receptor antagonist and a second agentsdectedfmmadmx&c.acalunmehamdblodw a f-adrenoceptor blocker, a renin in-

hibitor, or an angiotensin converting enzyme inhibitor and a method of tresting hypertension.
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This invention relapes‘tuwpharmaceutical
compositions comprising angiotemsin II receptor
antagonists, combined with other agents, particularly
diuretics, calcium channel blockers, P~adrencceptor
blockers, renin inhibitors, or angictemsin converting
enzyme inhibitors. The invention also relates to a
method of treating hypertension by administering said
compositions to a subject in need thereof or by stepwise
combined therapy.

The class of peptide pressor hormone known as
angiotensin is responsible for a vasopressor action that
is implicated in the etiology of hypertension in man.
Inappropriate activity of the renin-angiotensin systems
appears to be 2 key element in essential hypertension,
congestive heart failure and in some forms of renal
disease. In addition to a direct action on arteries and
arterioles, angioctensin ITI {AII}, being one of the most
potent endogenous vasoconstrictors known, exerts




