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Jefe Division Nuevas Creaciones
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Referencia: RAD. : 07-33189

Asunto: SUSTITUCION DE PODER RESPECTO A LA SOLICITUD DE
PATENTE DE INVENCION TITULADA “UNA PRESENTACION
FARMACEUTICA EN FORMA DE CAPSULA BLANDA DE
GELATINA QUE INCLUYE UN ANTAGONISTA DE LOS
RECEPTORES DE ANGIOTENSINA II Y UN DIURETICO ASI
COMO EL PROCESO PARA CONFORMAR DICHA
PRESENTACION".

Solicitante: PROCAPS S.A.
Cordial saludo,

De la manera mas atenta solicito que se me reconozca como nuevo apoderado de la
sociedad PROCAPS S.A. de acuerdo al poder anexo, para continuar el tramite de solicitud
de patente de invencidn de la referencia.

Para tal efecto presento a usted el debido poder que me acredita en el presente asunto.

Favor tomar nota y proceder de conformidad

Cordialmente,

[ Jh— L7
CIELO ANGELA PENA RODRIGUEZ

C.C. 51'940.252 de Bogota
T.P.A. 82701 del C.S. de la J.

Carrera 13 N° 119-95, Oficina 104. Tel. (571) 2 13 12 13 ~ Fax. (571) 6 12 19 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
Bogota Colombia




Doctora
ALIX CESPEDES DE VERGEL

Jefe Division Nuevas Creaciones
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Referencia: SUSTITUCION PODER
RAD. : 07-33189

Yo ELIANA ISAURA MORENO BOHORQUEZ, abogada en ejercicio, identificada como aparece al
pie de mi firma, con tarjeta profesional No. 83823 del C.S. de la J., en mi calidad de APODERADA
de PROCAPS S.A. en el tramite de la referencia, sociedad legalmente constituida y domiciliada en
la ciudad de Barranquilla (Colombia), manifiesto que en ejercicio de mis facultades, SUSTITUYO
en los términos y condiciones el poder que me fue conferido, a la doctora CIELO ANGELA PENA
RODRIGUEZ, abogada en ejercicio, con tarjeta profesional No. 82701 del C.S. de la J., para que
continte y lleve hasta su culminacion el tramite de registro de PATENTE DE INVENCION radicado
bajo el numero de la referencia, denominado “UNA PRESENTACION FARMACEUTICA EN
FORMA DE CAPSULA BLANDA DE GELATINA QUE INCLUYE UN ANTAGONISTA DE LOS
RECEPTORES DE ANGIOTENSINA Il Y UN DIURETICO ASI COMO EL PROCESO PARA
CONFORMAR DICHA PRESENTACION”.

Dado y Firmado en Bogota (Colombia) a los 9 dias del mes de noviembre de 2009.
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-continued

Ingredient Composition mg/capsule
g p P

SR42697 CAPSULE SOFT GELATIN SMG
SR48692 CAPSULE SOFT GELATIN 30MG

Poiyetaviene Glycol 400 1000

m Hydroxide 2.50
Puriicd Water 96.4
SR4x682 30

Setr Gelatin Capsule, White Opaque
R.P Scherer Capsule

i Ohlong Die Size W18BD;

Gel Frrmula 0SLSMH

Corel P 1 Capsule
SR4&x692 CAPSULE SOFT GELATIN 75MG
Poover mviene Glycol 400 969
Soe Hyvdroxide 5,77
Purified Water 90.4

SRIxAYD 75
seit Cre.atin Capsuie, White Opaque
R.P scierer Capsule

1% Ob'ong 'Die Size Wi1SBD,

Gl Formuia 20SLSMH

Cor 3l P

1 Capsule

[1B) {n accordance with this embodiment of the present
invention, the pharmaceutical formulations comprises a
puerly soluble organic acid drug selected from the group
cunsisting of: analgesics, anti-inflammatory agents,
anthelmintics, anti-arrhyvthmic agents, antibiotics,
anticoagulants, antidepressants, antidiabetic agents,
aatiepileptics, antihistamines, antihypertensive agents, anti-
muscarinic agents, antimycobacterial agents, antineoplastic
ageats, .mmunosuppressants, antithyvroid agents, antiviral
agents, anxiolvtic sedatives, astringents, bete-adrenoceptor
blocking agents, cardiac inotropic agents, contrast media,
curticosteroids, cough suppressants, diagnostic agents, diag-
nostic imaging agents, diuretics, dopaminergics,
naemostatics, immunological agents, lipid regulating agents,
muscie relaxants, parasympathomimetics, parathyroid
valcitonin, prostaglandins, radio-pharmaceuticals, sex
hormones, anti-allergic agents, stimulants, anoretics,
sympathomimetics, thyroid agents, vasodilators and xan-
thunes, props kene glveol; NaOH and water, wherein the mole
cvuinaimt of NaOH per mole equivalent of the poorly
sciuble druy s at least about 1.1.

Preterred drugs are SR48692 and Naproxva.
Ihe su-produced drugs are filled into soft gelatin cap-

sitles.

Example 9

SR4869: CAPSULE SOFT GELATIN SMG

[nygredient Cemposition mgcapsule
Propv.ene Glyeor 1020

x2ium Hvdroxide 0.500
Puiitied Water 1C0
SRAxhSZ 5

scft Crejatin Capsule, White Opaque
R P Scherer Capsule

.~ Opicag (Die Size W18BD)

(re. Formula JT3LSMH

Cror9il P

1 Capsule
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Example 10

SR48692 CAPSULE SOFT GELATIN 30MG

Ingredient Composition mg,capsuic
Propvtene Giveol 10C2

Sodium Hydroxide 2.5C
Purifiea Water 96.4
SR48692 30

Soft Ge.atin Capsule, White Opague
R.P. Scherer Capstte

18 Oblong iDie Size W1SBD;

Gei Formuia ¥ 8LSMH

Cowar L P L Capauie

Example 11

SR48632 CAPSULE SOFT GELATIN 75MG

Ingredient Composition mg/capsule
Propylere Glyeol 969

Sodium Hydroxide 577

Purified Water 90.4

Soft Gelatin Capsule, White Opaque
R.P. Scherer Capstle

18 Cbiong \Die Size W18BD)

Gel Fermuia J05LSMH

Coler 9.1 P 1 Capsule

Suspensions [IIA and IIIB

IIA) We have discovered a solvent system for SR48692
which produces a highly concentrated suspension of the
active ingredient suitable for a hard gelatin capsule filling.

More specitically, there is provided a pharmaceutical
formulation comprising:

0.1 to 40% by weight of SR48692;

0.1 1o 40% by weight of Transcutol;

0.1 10 99% by weight starch;

NaOH; and

H.O.

The SR48692 can be present in an amount up 1o 40%,
preferably 0.1-35% and more preferably 0.5-30% by
weight.

The Transcutol is present in an amount of 0.1 to 40%,
preferably 0.5 to 35% and most preferably, 1 to 30% by
weight of the solid dispersion. Transcutol is commercially
available and:or can be prepared by techniques well known
to those skilled in the art.

The starch can be present in an amount of 0.1-99% by
weight. Starches which have previously been used in phar-
maceutical formulations are preferred for use herein. The
starch can be pre-gelatinized, ie., chemically and or
mechanically processed to rupture all or part of the granules
in the presence of water and subsequently dried. Suitable
USPNF starches are described in the Handbook of Phar-
maceutical Excipients, Second Edition published jointly by
the American Pharmaceutical Association and the Pharma-
ceutical Society of Great Britain, The Pharmaceutical Press,
1994. A preferred starch is Starch 1500, commercially
available from Colorcon.

The suspension can comprise 0.1-20%, preferably
0.5-15% and more preferably 1~13% water. Higher amounts
of water tend to soften and‘or dissolve the gelatin capsules
shells.
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SR48692 was added slowly to allow wetting, but during last
yuarker of additon of SR48692 the mixture became very
duughy, so 0.83 g of water was added to make mixture more
“uquid” state. Mixed for 30 minutes (alternated between
qand kneading with spatula and mixing with Lightnn’ mixer.
The speed was adjusted depending on how much was
necded to mix the mixture, and the mixer was raised and
lowered while mixing. The reaction was very difficult to
mix, and the mixer was unable to readily mix the reaction.
Afrer refrigeration at 5° C. for 10 minutes, the mixture was
hroken into pieces, ground in a coffee grinder and mixed to
powder. FTIR confirmed Na salt conversion, but mixing
remained a serious obstacle in terms of processing.

Having described the invention with reference to its
preferred embodiments, it is to be understood that modifi-
cations within the scope of the invention will be apparent to
those skilled in the art

What is claimed 1s

1. A pharmaceutical formulation in the form of a solid
Jispersion comprising:

a) a poorly soluble organic acid drug substance selected
frum the group consisting of: analgesics, anti-
imfammatory agents, anthelmintics, anti-arrhythmic
agents, antibiotics, anticoagulants, antidepressants,
antidiahetic agents, antiepileptics, antihistamines, anti-
hypertensive agents, antimuscarinic agents, antimyco-
mMacterial agents, antineoplastic agents,
immunosuppressants, antithyroid agents, antiviral
agenls, anxiolvtic sedatives, astringents, beta-
adrenoceptor blocking agents, cardiac inotropic agents,
contrast media, corticosteroids, cough suppressants,
diagnostic agents, diagnostic imaging agents, diuretics,
dopaminergics, haemostatics, immunological agents,
upid regulating agents, muscle relaxants,
parasympathomimetics, parathyroid calcitonin,
prostaglandins, radio-pharmaceuticals, sex hormones,
anti-allergic agents, stimulants, anoretics,
svmpathomimetics, thyroid agents, vasodilators and
xanthines;

by propvlene glycol;

<) a sufficient quantity of a solid diluent selected from the
group consisting of xylitol, dicalcium phosphate
dihvdrate, and lactose monohvdrate/microcrystalline
cuilulose to provide a solid dispersion.

2. Tre pharmaceutical formulation of claim 1 wherein

said drug substance is SR48692.

3. The pharmaceutical formulation of claim 1 further
o mprising a base.

4. [he pharmaceutical formulation of claim 1 wherein
said drug substance is Naproxvn.

5. The pharmaceutical formulation of claim 4 further
comprising a base.

6. The pharmaceutical formulation of claim 1 further
compris.ng a base.

7. Aprocess of preparing a pharmaceutical formulation in
te form of a solid dispersion comprising the steps of:

a) dissolving a poorly soluble organic acid drug substance

in aqueous sodium hvdroxide propylene glycol mixture
0 form a solution wherein said poorly soluble drug
substance is selected from the group consisting of:
analgesics, anti-inflammatory agents, anthelmintics,
anti-arrthyvthmic agents, anubiotics, anticoagulants,
antidepressants, antidiabetic agents, antiepileptics,
anthistamines, antihvpertensive agents, antimuscarinic
agents, antimycobacterial agents, antineoplastic agents,
immunosuppressants, antithyroid agents, antiviral

en
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agents, anxiolytic sedatives, astringents, beta-
adrenoceptor blocking agents, cardiac inotropic agents,
contrast media, corticosteroids, cough suppressants,
diagnostic agents, diagnostic imaging agents, diurctics,
dopaminergics, haemostatics, immunological agents,
lipid regulating agents, muscle relaxants,
parasvmpathomimetics, parathyroid calcitonin,
prostaglandins, radio-pharmaceuticals, sex hormenes,
anti-allergic agents, stimulants, anoretics,
sympathomimetics, thyroid agents, vasodilators and
xanthines; and

b) adding the solution to a sufficient quantity of a solid
diluent selected from the group consisting of xvilitol,
dicalcium phosphate dihvdrate, and lactose monohy-
drate and/or microcrystalline cellulose to provide a
solid dispersion.

8. The process of claim 7 further comprises adding water
or aqueous xylitol to said sodium hydroxide propylene gly-
col mixture in step (a).

9. The process of claim 7 wherein said drug substance is
SR48692.

10. The process of claim 7 wherein said drug substance is
Naproxvan.

11. A concentrated drug solution for soft gelatin capsule
filling consisting essentially of:

a) a poorly soluble organic acid drug selected from the
group consisting of analgesics, anti-inflammatory
agents, anthelmintics, anti-arrhvthmic agents,
antibiotics, anticoagulants, antidepressants, antidia-
betic agents, antiepileptics, antihistamines, antihyper-
tensive agents, antimuscarinic agents, antimycobacte-
rial agents, antineoplastic agents, immunosuppressants,
antithyroid agents, antiviral agents, anxiolvtic
sedatives, astringents, beta-adrenoceptor blocking
agerts, cardiac inotropic agents, contrast media,
corticosteroids, cough suppressants, diagnostic agents,
diagnostic imaging agents, diuretics, dopaminergics,
hacmostatics, immunological agents, lipid regulating
agents, muscle relaxants, parasympathomimetics, par-
athyroid calcitonin, prostaglandins, radio-
pharmaceuticals, sex hormones, anti-allergic agents,
stimulants, anoretics, sympathomimetics, thyroid
agents, vasodilators and xanthines;

b) propylene glycol;

¢} sodium hydroxide; and

d) water;
wherein the mole equivalent of sodium hvdroxide per mole
equivalent of the poorly soluble drug is at least 1.1.

12. The concentrated drug solution of claim 11 wherein
said poorly soluble drug is SR48692.

13. The concentrated drug solution of claim 12 wherein
the ratio of mole equivalents of sodium hvdroxide per mole
equivalent of SR48692 is at least 1.2.

14. The concentrated drug solution of claim 11 wherein
said poorly soluble drug is Naproxyn.

15. The concentrated drug solution of claim 14 wherein
the ratio of mole equivalents of sodium hvdroxide per mole
equivalent of Naproxvn is at least 1.2

16. The concentrated drug solution of ¢laim 11 wherein
the ratio of mole equivalents of sodium hydroxide per mole
equivalent of said poorly soluble drug is at least 1.2.

17. Apharmaceutical formulation in a highly concentrated
suspension form for a hard gelatin capsule filiing compris-
ing:

0.1 to 40% by weight of SR48692;

0.1 to 40% by weight propylene glycol;
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