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De manera expresa solicito que la resolucién que resuelva el presente recurso
‘considere y tenga en cuenta tanto los argumentos presentados en este memorial,
como aquellos presentados en la debida oportunidad legal por el opositor.

Il.  ANTECEDENTES, MOTIVOS DE INCONFORMIDAD Y FUNDAMENTOS

En primer término me permito reiterar todos los argumentos y pruebas planteados
por mis representadas en los escritos de oposicion, de sustentacién de oposicion,
y en los complementos de informacién radicados los dias de 15-03-2004 y 15-03-
2007 -sin que en apariencia éste Uitimo haya sido tenido en cuenta por el
Despacho-, en relacién con la carencia de Nivel Inventivo de que adolece la
solicitud de patente indicada en la referencia.

Por razones de economia procesal me remito a los argumentos y pruebas
aportados, en particular a la existencia de dos documentos anteriores a la fecha
de prioridad de la presente solicitud, PCT/WOQ98/34607 y PCTI\NC)98134630, los
cuales revelan composiciones farmacéuticas que comprenden un inhibidor de
lipasa gastrointestinal como Orlistat o tetrahidrolipstatina', y que tienen entre sus
excipientes un agente tensoactivo y un agente dispersante, al igual que ocurre en
las formulaciones reivindicadas en este expediente. |

Ahora bien, és del caso reiterar lo expuesto en el complemento de informacién
remitido el 15/03/2007, en el cual se llamaba la atencion del Despacho en cuanto
a que los tamafios de muestra que se utilizan para probar la efectividad en la
supuesta reduccién de efectos adversos (goteo de grasa anal), son totalmente
inadecuados para el caso y no pueden por ello erriplearse como demostrécién del
supuesto aporte de la invencién, considerando que respecto de formulaciones
convencionales de Orlistat la medida de dichos efectos se ha realizado en grupos
mayores y verdaderamente representativos de pacientes tratados con dicha
sustancia, tal y como puede apreciarse al revisar “Complete Product Information
(ORLISTAT) XENICAL®. Roche Pharmaceuticals. Copyright 1999-2005 Pg. 20.
http:/iwww.rocheusa.com/products/xenical/pi.pdf.



Table 11 Commonly Observed Adverse Events

_ Year | Year 2 -
XENR‘;‘.‘A’L’” Placebo® XENICAL* Placcho™
- % Patients | % Patients | _% Pa % Paticnts
AvereEmt | (e913) ] (1466) || (N=6L (N=524)
| Oily Spowing e 0 13 44 0.2
Flatus with Discharge 23.9 _ 1.4 -~ 2.1 0.2
Fecal Urgency A 221 6.7 _ 18 L7
Fatty/Oily Stool 00 38 335 06
Oily Evacuation e 08 23 0.2
Increased Defecation 10.8 _ 4.1 26 0.8
Fecal Incontinence A 4.9 1.8 0.2

* Treatment designates XENICAL three times a day plus diet or piamtbo plus diet

Si se compara lo anterior con el numero de pacientes supuestamente utilizados
en los estudios realizados en soporte de la solicitud en tramite (equivalente
internacional WO 01/19340), es necesario concluir que tales valores, en cuanto
al nimero de voluntarios, son estadisticamente inadecuados sobre todo si se
: ; icion de estos efectos adversos en
ggcientes es_bastante ba|g (especuﬁcamente 26.6 % para el goteo anal de

grasa), con lo que la probabilidad de que se noten en una muestra tan pequefia
(entre 4 y 18) se ve seriamente dismi ngg ..y _por lo tanto, los resultadg,s_

la_demostracién_del supuggto efecto mgigrado frente al goteo anal que se
intenta defender con estos estudios.
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Table 1: In vivo results

Example | Orlistat dose Excr'e.t‘ad. far (%6)" mi = Pree 6il in stool
{(mg) ' samples'®
Reference \ 120 mg_. ns<its | : m T ons
{Xenical®) BRI
1  60mg 645430 s
T e mg T 20234 0/5
3 " 60mg 611 £ 10.0 o
4 | 30mg 39.9% 114 s
5 30 mg Tsrecars o/
6 60 mg 53.7 £ 13.0 5 | 0/5
7 | 20 mg 265299 0/5

) percentage of excreted £at as percentage of fat intake.
! umber of volunteers subjected to the experiments
™ number of stool samples containing free oil/number of volunteers

Al reiterar la falta de soporte estadistico de los estudios llevados a cabo en la
solicitud en tramite, me permito llamar la atencién del Despacho en cuanto a la
“solucién del problema técnico” de la invencién, explicada en la pagina 5 del
escrito de 04-10-2006 presentado por el solicitante, en donde se afirma que “una
composicion farmacéutica que contenga Orlistat, un dispersante y un tensioactivo,
en donde los dispersante y tensioactivos especificamente definidos permiten que
dicha formulacion presente una mayor eficiencia asociada a una reduccién de los
efectos colaterales, que entre ellos incluye el goteo anal...” (cursiva fuera del
texto):

» La solicitud internacional WO 00/009122 de titulo “Pharmaceutical composition -

containing lipase inhibitors” publicada el 24 de febrero de 2000 y con
prioridades EP 98115311.7 de 14-08-1998 y EP 99109516.7 de 12-05-1999,
publicada y con fechas de prioridad anteriores a la solicitud internacional WO
01/19340 (publicada el 22-03-2001; Prioridad EP 99118180.1 de 13-09-1999)
equivalente a la solicitud colombiana en tramite (publicada el 30-07-2002 y
prioridad EP 99118180.1 de 13-09-1999), revela:
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“Anal leakage of oil (oily spotting) is an adverse effect which is occasionally
observed in patients treated with lipase inhibitors. This phenomenon reflects
physical separation of some liquid unabsorbed dietary fat from the bulk of
unabsorbable solids in the lover large intestine. This physical separation
and thus anal leakage of oil can be prevented with the pharmaceutical
compositions of the present invention. |

Surprisingly, it has now been found that the separation of unabsorbed oil
from the feces and thus anal oil leakage can be reduced or prevented, when
a lipase inhibitor such as orlistat is administered in combination with low
amounts of one or more poorly digestible, poorly fermentable, hydrophilic
and/or hydrocolloidal food grade thickenefs and/or emulsifiers.”

Pese a la fecha de publicaciéon del documento citado, es necesario concluir que “el
problema técnico” de goteo anal de grasa de la solicitud colombiana en tramite ya
se estaba resolviendo cuando se presentd la Solicitud Internacional WO
00/009122.

» Por su parte, la patente americana RE33996 de titulo “Compositions of treating
hypercholesterolemia”, publicada el 14-07-1992 se refiere a una composicién
para el tratamiento de la hipercolesterolemia' que comprende un poliol de éster
de acido graso liquido y un agente antigoteo anal como por ejemplo un acido
graso saturado.

Las reivindicaciones 1, 4y de esta patente revelan:

1. A composition of matter, comprising:

(a) an edible, non-absorbable, non-digestible liquid polyol fatty acid
polyester having at least 4 fatty acid ester groups, wherein the polyol is
selected from the group consisting of sugars and sugar alcohols
containing from 4 to 8 hydroxyl groups and wherein each fatty acid group
has from about 8 to about 22 carbon atoms; and

(b) sufficient anti-anal leakage agent to prevent leakage of said liquid
polyester through the anal sphincter, wherein the anti-anal leakage agent
is a member selected from the group consisting of: edible C,, and higher
saturated fatty acids, and their edible salts; edible, digestible sources of
Ci2 and higher saturated fatty acids, other than tristearin or Cqg saturated
fatty acid esters of 1,3-propanediol; edible, non-absorbable, non-digestible
solid polyal fatty acid polyesters having at least 4 fatty acid ester groups,
wherein the polyol is selected from the group consisting of sugars and
sugar alcohols containing from 4 to 8 hydroxyl groups and wherein each
fatty acid group is a saturated faity acid group having from about 8 to




N

about 22 carbon atoms; and edible, non-digestible esters of alpha-
branched chain Cyo -Cys fatty acids.

4. A composition according to ¢laim 3 wherein the polyol is a member
selected from the group consisting of erythritol, xylitol, sorbitol, glucose
and sucrose.

13. A composition according to claim 12 wherein the anti-anal leakage
agent is a lower alkyl ester of C,, -C., saturated fatty acids, or mixtures
thereof.

14. A composition according to claim 12 wherein the anti-anal leakage
agent comprises substantially saturated triglyceride esters of Ciz -Cos
fatty acids, or mixtures thereof, other than tristearin.

Como puede apreciarse, en el estado del arte existen solicitudes anteriores y
composiciones farmacéuticas divulgadés las cuales, pese a no resultar idénticas a
la reveladas en la solicitud en tramite, si plantean las mismas soluciones al
problema técnico ahora planteado por el solicitante, en lo que se refiere a
disminuir los efectos secundarios o adversos de ia composicion, entre los que
resalta la pérdida anal.

Por lo expuesto respetuosamente llamo la atencién sobre el hecho de que la
solicitud de la referencia, en todas sus reivindicaciones, no cumple con los
requisitos dispuestos en la Decision 486 de 2000, por tal razén no puede ser
objeto de privilegio de patente de invencion.

lll. ANEXOS

1. La solicitud internacional internacional WO 00/009122 de titulo “Pharmaceutical
composition containing lipase inhibitors” publicada el 24 de febrero de 2000 y
con prioridades EP 98115311.7 de 14-08-1998 y EP 99109516.7 de 12-05-
1999, paginas 1_ ab.

2. La patente americana US RE 33996 de titulo “Compositions of treating
hypercholesterolemia”, publicada el 14-07-1992.

- J
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WO 00109122 PCT/EPIINS607 %o{‘/

PHARMACEUTICAL COMPOSITIONS CONTAINING LIPASE INHIBITORS

The present invention relates to pharmaceutical compositions
containing an inhibitor of gastrointestinal lipases, one (or more)
additive(s) of the group consisting of poorly digestible, poorly
fermentable, hydrophilic and/or hydrocolloidal food grade thickeners
and emulsifiers, and excipients.

An example of an inhibitor of gastrointestinal lipases is orlistat,
previously known as tetrahydrolipstatin or THL. Orlistat reduces the
absorption of dietary fat. Its use for the control or prevention of obesity
and hyperlipidaemia is described in US patent 4 598 089.

Anal leakage of 0il (oily spotting) is an adverse effect which is
occasionally observed in patients treated with lipase inhibitors. This
phenomenon reflects physical separation of some liquid unabsorbed
dietary fat from the bulk of unabsorbable solids in the lower large
intestine. This physical separation and thus anal leakage of oil can be

prevented with the pharmaceutical compositions of the present
invention.

In the US patent 5 447 953 it has been demonstrated that by
combining a.lipase inhibitor with substantial amounts of water-
insoluble crude fibers, the inhibiting effect on fat absorption can be
increased. This synergistic effect is likely attributable to acceleration of
gastrointestinal transit of food by the water-insoluble fiber component.
The consequent shortening of the time period available for fat digestion
combined with the reducing effect on lipase activity intensifies the
inhibitory effect on fat absorption.

Surprisingly, it has now been found that the separation of
unabsorbed oil from the feces and thus anal oil leakage can be reduced
or prevented, when a lipase inhibitor such as orlistat is administered in
combination with low amounts of one or more poorly digestible, poorly
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ferrhentable, hydrophilic and/or hydrocolloidal food grade thickeners
and/or emulsifiers.

The invention is also concerned with the use of poorly digestible,
poorly fermentable hydrophilic and/or hydrocolloidal food grade
thickeners and/or emulsifiers for the combined simultaneous, separate
or chronologically spaced use with lipase inhibitors, e.g. orlistat, in the
treatment of obesity and hyperlipaemia.

The invention is further concerned with the use of the above
thickeners and/or emulsifiers for treating or preventing the syndrome of
anal leakage of oil occurring after the administration of a lipase
inhibitor, such as orlistat, or after ingestion of food containing poorly
absorbable or non-absorbable fats or oils or undigestible oily fat
substitutes.

Further examples of lipase inhibitors which can be used in the
scope of the present invention are lipstatin, panclicins, hesperidin,
ebelactones, esterastin and their derivatives, and valilactone.

As thickeners there can be cited water soluble natural, synthetic
or semisynthetic polysaccharides, such as methyleellulose, xanthan
gum, psyllium seed, ispaghula husk, plantago ovata seeds, karaya gum
and mixtures of such compounds:

Methyl cellulose is the methyl ether of cellulose. It is slowly
soluble in water, giving a viscous, colloid solution.

Xanthan gum is a biosynthetic hydrocolloidal high molecular
weight exopolysaccharide produced by pure culture fermentation of
Xanthomonas campestris. It contains D-glucose, D-mannose, and
D-glucuronic acid as the dominant hexose units and is manufactured as
the sodium, potassium, or calcium salt.

Psyllium seed husk, seed coat is a source of soluble fibre. It
comprises cellulose containing walls of endosperm, and mucilage
containing epidermis of small dried ripe seeds. A colorless transparent
mucilage forms upon contact with water.
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Ispaghula husk is psyllium hydrophilic mucilloid. It comprises the
epidermis and collapsed adjacent layer of Plantago species, e.g. Pl
psyllium. It swells rapidly upon contact with water to form a stiff
mucilage.

Plantago ovata seeds (seed husk and seed coat) is a source of
soluble fibre. It comprises cellulose containing walls of endosperm, and
mucilage containing epidermis of small dried ripe seeds. A colorless
transparent mucilage forms upon contact with water.

Karaya gum is a hydrocolloidal exudate or gum from Sterculia
species. It forms a homogenous adhesive gelatinous mass upon contact
with water.

Examples of these types of thickeners are contained in OTC
products and/or food additives, such as:

METHOCEL A4M, a trademark of Dow Chemical Co. for a high
viscosity methyl cellulose,

KELTROL TF, a trademark of Merck & Co. Inc., Rahway NJ, for
xanthan gum, '

MUCILAR,; psyllium seed (Psyllii serninis testa), a product of
Spirig AG, CH-4622 Egerkingen,

METAMUCIL, ispaghula husk (Ispaghulae testae pulvis) a
product of Procter & Gamble, CH-1211 Geneve 2,

AGIOCUR, plantago ovata seeds, a product of Madaus AG, D-5000
Kéln 91,

NORMACOL MITE, a trademark of Norgine Ltd., Great Britain,
for karaya gum, ,

POLY-KARAYA, a trademark of Delalande for karaya gum of
Interdelta SA, CH-1701 Fribourg.

A further example of a thickener is FIBERCON (polycarbophil), a
trademark of Lederle Laboratories Division, American Cyanamid Co.,
Pearl River NY, for the calcium salt of a synthetic loosely crosslinked
hydrophilic resin of the polycarboxylate type.

As emulsifiers which can be utilized in the compositions of the
invention, there can be cited saccharose polyesters, such as Ryoto Sugar
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Esters, e.g. Ryoto Sugar Ester S-170. Ryoto Sugar Esters are a trade
name of Mitsubishi-Kasi Foods Corp., Chuo-Ku, Tokyo 104, for sucrose
fatty acid esters. Ryoto Sugar Ester 8-170 contains sucrose stearic acid
polyesters. |

Examples of excipients which can be used in the pharmaceutical
compositions of the invention are binders, diluents and lubricants, such
as AVICEL, polyvinyl pyrrolidone (poiridone), tale, stearie acid and
sodium stearyl fumarate; sweeteners, such as sorbitol, glucose,
saccharose, saccharine-sodium salt and sodium cyclamate; flavour
agents, such as passion fruit, citron and limette; flavour enhancers,
such as citric acid, monosodium citrate, sodium chloride and chinine
sulfate; effervescing agents, such as sodium bicarbonate and tartaric
acid; disintegrants, such as sodium starch glycolate; antimicrobial
agents, such as p-hydroxybenzoic acid methyl or propyl ester;
detergents, such as sodium lauryl sulfate, and colouring agents, such
as B-carotene.

AVICEL essentially comprises microcrystalline cellulose. It is
available from FMC Corporation, Pharmaceutical Division, 1735
Market Street, Philadelphia, PA 19108, e.g. as AVICEL RC-591 or
CL-611, which are mixtures of microcrystalline cellulose (about 92%)
and carboxymethylcellulose sodium (about 8%), AVICEL PH 101 or
PH 105, which is microcrystalline cellulose with an average particle
size of 50 or 20 u, respectively; AVICEL CE-15 a mixture of micro-
crystalline cellulose and guar gum.

As indicated above, anal leakage of oil, occasionally observed with
the therapeutic use of lipase inhibitors such as orlistat, can be reduced
or prevented with the pharmaceutical compositions of the invention.
This is illustrated by the following in vivo experiments:

Rats maintained on high fat diet were used as model. Inhibition of
fat absorption by diet-admixed orlistat provoked anal leakage of liquid
oil. However, the amount of oil leakage could not easily be determined.
Due to coprophagia and extensive grooming activity the rats distributed
the oil to a large extent over their fur. Moreover, this stressful condition
of unsuccessful grooming provoked considerable excitation of the
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COMPOSITIONS FOR TREATING
HYPERCHOLESTEROLEMIA

Matter enclosed in beavy brackets [ ] appears in the
original patent but forms no part of this reissne specifica-
tion; matter printed in ftalics indjcates the additions made
by reissue,

BACKGROUND OF THE INVENTION

The present invention relates to certain edible, but
non-absorbable and non-digestible, liquid polyesters
which can be used as low calorie fat substitutes in foods
and as pharmacentical compositions. The polyesters
herein interfere with the body's absorption of choles-
terol and thereby provide a means for treating hyper-
cholesterolemia. It has now been determined that the
liquid polyesters herein can also cause an undesired anal
leakage effect. By the present invention, certain agents
are added to the polyester compositions to avoid this
undesired effect. Highly preferred compositions for
treating hypercholesterolemia aad/or hyperlipidemia
comprising the polyesters and anti-anal leakage agent
are provided.

High blood cholesterol (hypercholesterolemia) is
recognized as being a risk factor in cardiovascular dis-
ease which comprisas a major health care problem to-
day. Epidemiclogical studies have demonstrated that,
with few exceptions, populations consuming large
quantities of saturated fat and cholesterol have a rela-
tively high concentration of serum cholesterol and &
high mortality rate from coronary heart disease. While
it is recognized that other factors can also contribute to
the development of cardiovascular disease, there ap-
pears to be a causal relationship between the concentra-
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tion of serum cholesterol, in which hypercholesterol- -

emia results in the accumulation of undesirable amounis
of cholesterol in various parts of the circulatory system
(atherosclerosis) or in soft tissues (xanthomatosis), and
coronary disease and coronary mortality rates.

A variety of dietary and drug regimens have been
suggested for alleviating or preventing hypercholester-
olemia.

By providing a fat substitute which is non-absorbable
and non-digestible, the total content of cholestercl in
the body can be lowered. Mineral oil is a well-known
laxative and has been suggested for use as a fat substi-
tute and as a kind of “intestinal solvent™ to dissolve
cholesterol and cause its removal in body wastes. How-
ever, mineral oil has never been accepted for these uses.
Moreover, mineral oil is partially absorbed by the body
and undesirably depasits in the liver.

In the present invention, liquid, non-absorbable, non-
digestible polyesters of sugars (or sugar aleohols) are
used as fat substitutes in foods and, conveniently, in unit
dose forms as therapestic compositions. The polyesters
herein are fat-like in their physical propetties and are
excellent fat substitutes for nse in low calorie foods and
diets. Moreaver, the polyesters herein efficiently inhibit
absorption of cholesterol by the body and, in contrast
with mincral oil, are not absorbed and/or deposited in
the liver during usage in a treatment/prevention regi-
men with persons having or likely to develop hypercho-
lesterolemia,

The anal leakage effect of the liquid polyesters of the
type disclosed herein can be overcome by adding an
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anti-anal leakage agent of the type disciosed bereinafter
to the liquid polyesters, or 1o foods containing same.

The following references are relevant to the present
invention.

The copending application of Mattson, Ser. No
628,265, filed Nov. 3, 1975, emtitled COMPOSITIONS
FOR INHIBITING ABSORPTION OF CHOLES-
TEROL, discloses vitamin-fortified liquid and solid
polyesters of the general type employed herein, their
us¢ as anti-hypercholesterolemic and anti-hyper-
lipidemic agents, and their stool-softening laxative ef-
fect.

The concurrently-filed application of Jandacek and
Mmtison, Ser. No, 657,529, filed Feb. 12, 1976, P&G
Attomey’s Docket No. 2309, entitled VITAMINIZED
COMPOSITIONS FOR TREATING HYPERCHO-
LESTEROLEMIA, discloses ternary compositions
comprising fatsoluble vitamins, anti-anal leakage
agents and a liquid polyester of the type employed
herein.

U.S. Pat. No. 3,600,186 (1971) to Mattson and Vol-
penhein discloses low calorie food compositions con-
taining polyol polyesters of the general type employed
herein, and their use in combination with hardstocks
which are fatty acid sources. The anti-anal leakage
effect of {atty acids is not noted.

The copending application of Mattson and Volpen.
hein, entitted PHARMACEUTICAL COMPOSI-
TIONS FOR INMIBITING ABSORPTION OF
CHOLESTEROL, Ser. No. 425,010, filed Dec. 14,
1973, now ULS. Pat. No. 3,954,976 discloses and claimns
sugar polyesters of the general type employed herein
for the trearment and/or prevention of hypercholester-
olemia. A variety of optional carriers are mentioned,
including the fatty acid, steari¢ acid. The anti-anal leak-
age effect of stearic acid is not mentioned,

U.S. Pat. No. 1,656,474 (1928) to Dubin discloses
edible fat compositions consisting of ethyl and glyecerol
esters of odd chain fatty acids in combination with fat-
soluble vitamins.

Mattson and Nolen, The Journal of Nutrition Vol
102, No. 9, September 1972, at pages 11711175, report
on the lack of absorbability of sugar polyesters of the
general type employed herein in rats.

Fallet, Glueck, Mattson and Lutmer, Clinical Re-
search XXIII No. 3, page 319A (1975) report the lower-
ing of both serum cholesterol and vitamin A and E
levels in subjects receiving sugar polyesters of the pres-
ent type.

U.S, Pat. No. 2,962,419 (1960) to Minich relates to
neopentyl fatty esters and their use as fat substitutes.

U.5. Pat. No. 3,160,565 (1964) wo H. E. Duell relates
to sugar mono-, di- and tri-esters and their use as carri-
ers for varying orally-administered medicinals.

U.S. Pat, No. 3,849,554 (1974) to Winitz discloses
means for reducing blood serum cholesterc] by injesting
dicts comprising a fatty acid souree, said diets being low
in sucrose,

U.S. Pat. No. 2,893,990 (1959) to Hass, et al., discloses
fatty acid mono- and di-esters of sucrose which aid in
the absorption of fat from the digestive tract.

U.S. Pat. No. 3,158,490 (1964) to Baur and Lutton
discloses non-cloudy salad oils containing esters of di-
saccharides in which there are not more than five un-
esterified hydroxy groups. See also U.S. Pat. Nos.
3,059,009 (1962) and 3,059,010 (1962) 1o Schmid and
Baur.
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U.S. Pat. No. 2,897,492 (1961) to Martin is directed to
a method of making partial fatty acid esters of hexitols.
U.S. Pat. No. 2,997,491 (1961) to Huber is directed to
the synthesis of partial farty esters of inositol. The gen-
eral methods of synthesis disclosed in these patents can
be used to prepare the lquid polyesters herein. Pre-
ferred methods of synthesis are fully disclosed hereinaf-
ter,

SUMMARY OF THE INVENTION

Administration of  anti-hyperchelesterolemic
amounts of a composition comprising a liquid polyester
of the type described herein to an animal (especially
humans) afflicted with or susceptible 10 hypercholester-
olemia is an effective means of controlling the body’s
cholesterol level, Unfortnately, administration of cho-
lesterol-controlling amounts of the liquid polyesters can
result in an undesired “laxative” effect, namely, leakage
of the liquid polyester through the anal sphincter. By
vombining the polyester compositions with an anti-laxa-
tive agent, especially a Cy3, or higher, saturated fatty
acid, or edible source which provides such fatty acids in
the gut, this undesired laxative effect is pravented. (By
“anti-anal leakage agent”, or “AAL" agent, herein is
meant those materials which prevent frank leakage of
the liquid polyesters. The natural stool-softening effect
of the polyesters is not substantially affected, norisita
problem.)

‘The present invention encompasses compositions of
matter which comprise a liquid, non-absorbable, nondi- 30
gestible polyol farty acid polyester of the type described
hereinafter, and an anti-laxative, or “stiffening™, amount
of an anti-laxative agent, especially sources of Cy3, or
higher, fatty acids. The compositions ¢an be used as fat
substitutes in cooking or can be seif-administered to
reduce the body's cholesterol level. Such compositions
also find use as diet aids for the hyperlipidemic individ-
ual,

The present invention also encompasses non-laxative
pharmaceutical compositions in effective unit dosage
amounts for inhibiting the absorption of cholesterot,
said compositions comprising from about 1 gram to
abont § grams of the liguid polyesters herein and suffi-
cient AAL agent, especially a Cyz, or higher, saturated
fatty acid, or edible spurce thereof, to prevent anal
leakage in humans ingesting said compositions.

The polyester materials herein are non-absorbable
and non-digestible fat-like materials and are suitable for
use as fat substitutes in low calorie fat-containing food
compositions. Accordingly, the present invention also
encompasses low calorie fatcontaining food composi-
tions comprising non-fat ingredients and fat ingredients
wherein from about 10% to about 100% of the total fat
ingredients comprise the liquid, non-absorbable, non-
digestible polyesters of the type disclosed hereinafter,
said compositions also containing an effective amount
of an AAL agent, espegially a C2, or higher, saturated
fatty acid, or an edible source of fatty acids, which
prevents an undesired anal leakage effect.

The present invention also encompasses methods for
inhibiting the absorption of cholesterol without causing
an anal leakage effect, comprising systemically {gener-
ally, orally) administering to animals susceptible to or
afflicted with hypercholesterolemia successive thera-
peutically effective doses of the compositions of the
foregoing type.

It is to be undeérstood that the edible, non-absorbable,
non-digestible polyester materjals herein are liquids at
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body temperature, i.e., have a melting point of ca. 37° C.
or below. (Edible, non-absorbable, non-digestible poly-
ester materials that are solid at body temperature do not
exhibit the undesivable anal leakage effects noted with
the liguid polyesters. Indeed, such solid polyesters can
be nsed as one type of AAL agent herein.) In general,
the liquid polyesters are those which are made from
nnsaturated fatty acids, whereas the solid polyesters are
substantially satarated.

DETAILED DESCRIPTION OF THE
INVENTION

The consumption of diets containing sucrose polyes-
ters (SPE) has been shown to result in the desirable
decrease in absorption of dietary cholesterol in animals;
see Mattson, Mandacek and Glucek, Clinical Research
23 4435A (1975). Similar results have been noted in hu-
mans,

In studies of the foregoing type, rats which ingested
about 300 mg. to about 3000 mg. total liquid polyester
per day and human volunteers who ingested from about
10 grams to about 50 grams total liquid polyester per
day exhibited undesired anal leakage of the polyesters.
Further studies indicated that this anal leakage effect
was 2 direct resnlt of the passage of the polyesters
through the anal sphincter. Briefly, this undesired effect
is not unlike the effect which can be caused by the
ingestion of excessive amounts of nineral oil. It has now
been determined that this undesirable effect can be cbvi-
ated by combining the liquid palyester compositions
with certain AAL agents.

ThetypesofAALagenmwh:chcanbcmcdhmto
overcome the above-described anal leakage problem
without interfering with the beneficial effects of the
present compositions are disclosed immediately herein-
after,

Aanti-Anal Leakage Agents

One class of materials which provide the anti-anal
leakage effect herein includes fatty acids having a melt-
ing point of ca. 37" C,, or higher, and ingestible, digest-
ible sources of such fatty acids. The fatty acid AAL
agents include, for example, the Ci2-Caq sarurated fatty
acids, and ingestible, digestible sources thereof.

While not intending to be limited by theory, it ap-
pears that the foregoing type of AAL agent functions
via the formation of calcium or magnesium fatty acid
soaps in the gut. These soaps apparently interact with
the liquid polyesters herein and impart a “stiffening”
effect thereto, Once “stiffened”, or partly solidified, in
the gut, the polyesters do not leak through the anal
sphincter. The antihypercholesteralemic effect of the
liquid polyesters is not diminished.

Non-limiting examples of saturated fatty acids and
sources thereof which can be used as the AAL agent
herein include the free saturated fatty acids per se, com-
pounds sich as esters {e.g.. triglycerides) that yield such
saturated fatty acids on hydrolysis in the gut, soaps of
the fatty acids such as the sodium, potassium, erc.,
water-soluble soaps, as well as the calcium and magne-
sium water-insotuble soaps.

Highly preferred herein for their anti-anal leakage
effect are the Cie~Cxn, most preferably Cig-Cis, satu-
rated fatty acids, or edible sources thereof.

Specific examples of materials useful as the foregoing
type of AAL agent herein include natural or processed
fats vielding €,3-Cyq saturated fatty acids in the gut,
&.g., materials such as eocoa butter, palm oil, palm ker-
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nel oil, coconut oil, tallow, lard, enriched concentrates
of triglycerides having high levels of saturated fatty
acids obtainable from these sources and sources such as
highly saturated cottonseed oil fractions obtained by
processes such as crystallization or directed rearrange.
ment which yield the desired higher concentrations of
the more saturated fatty acids in the resulting “hard-
stock” fractions. Such materials are all available by
well-known processes.

Partially hydrogenated oils, including all of the
above, as well as partially hydrogenated soybean oil,
safflower seed oil, rapeseed oil, or such materials which
are hydrogenated and concentrated, for example by
erystallization, to provide fractions which are enriched
in sources of the longer-chain, substantially saturated
fatty acids, are all useful as the AAL agent herein, (By
“substantially hydrogenated™ herein is meant oils hav-
ing an iodine value of ca. 50, or lower.)

Of course, any of the foregoing unsaturated oils are
useful herein after they have been substantislly com-
pletely hydrogenated to convert the unsaturated fatty
acid (ester) groups to the corresponding saturated fatty
acids.

Synthetic materials, especially fatty acid esters made
from the Ci2-Czq, more preferably Ci6~Cza, most pref-
erably C16-Cya, saturated fatty acids ate useful herein.
Such materi;ls‘ inclunde the esters of tetrahydric alcohols
such as erythritol, esters of pentahydric alcohols such as
xylitol, and esters of hexahydric alcohols such as sorbi-
1ol; and the like. -
" The Cy2-Cy¢ saturated fatty acid esters of monohy-
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dric alcohols such as methyl, ethy! and propyl aicohols

(preferably ethyl alcohol) are also useful herein. Bsters
of dihydric alcohols such as 1,2-propanediol, 1,3
butanediol, and the like, can also be used.

Highly preferred AAL agents herein which vield the
foregoing fatty acids on hydrolysis in the gut are those
which, in combination with the liquid polyesters herein,
provide compositions having aesthetically pleasing or-
ganoleptic qualities, i.e., better *mouth feel”. Such aes-
thetically pleasing materials include naturally occurring
cocoa butter and various syathetic cocoa and confec-
tioners’ butters. These preferred AAL agents include,
for example, the so-called “position-specitic™ triglycer-
ides such as l.stearoy] diolein (SOQ); 2-olegyl-1.3-dis-
tearin (SOS); or the corresponding compounds wherein
1he sicaroyl group is replaced by palmitoyl, arachidoyl

* or behenoyl groups. Another class 6f aesthetically pre-
ferréd anti-laxative agents herein are l-olcoy! distearin

(O85), 1-palmitoy] distearin (PSS), L-arachidoy! distea-
rin (ASS) and 1-behenoyl distearin (BSS).

These highly preferred, position-specific triglycer-
ides which can be vsed as a fatty acid source-type of
AAL agent herein can be prepared according to the
methods described in U.S. Pat. No. 3,809,711, Yetter,
issued May 7, 1974, the disclosures of which are incor-
porated herein by reference. '

As noted hereinabove, the foregoing types of AAL
agents appear to function by providing a saturated fatty
acid in the gut, said fatty acid thercafter presumably
forming an insoluble calcium or magnesium soap in situ.
This soap then appears to provide the “stiffening™ effect
on the liquid polyester, thereby preventing the undesir-
able anal leakage effect. As noted hereinabove, the solid
polyester materials of the present type (i.e., solid, edible,
but non-digestible, non-absorbable pol ) do not
cause the undesirable anal leakage effect. It has been
determined that these solid polyester materials can also
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be used as an AAL agent and these represent a second
class of AAL agents herein. Since these solid polyester

materials do not hydrolyze in the gut to form free fatty .

acids, or calcium or magnesium farty acid soaps, their
anti-anal leakage effect must be the result of a different
mechanism from that which operates with the hydro-
lyzable esters and fatty acid sources described immedi-
ately hercinabove. Presumably, the combination of the
solid polyester with the liquid polyesters simply pro-
vides a stiffening effect due 10 some type of crystalliza.
tion or phase change within the gut.

It will be appreciated that by combining liquid and
solid non-absorbable, non-digestible polyesters to pro-
vide the desired anti-anal leakage effect, wholly edible,
but non-digestible, non-absorbable, non-caloric compo-
sitions are secured. These compasitions are quite effec-
tive in the treatmemt of hypercholesterolemia and in
low calorie diets.

Typical examples of solid, non-absorbable, non-
digestible polyester AAL agents herein include sucrgse
Octasiearate, sucrose octapalmitate, sucrose heptastea-
rate, xylito] pentasiearate, galactoss pentapalmitate, and
like, saturated. polyol -polyesters_having at least four
~QH groups esterified with Cyo-Cy) saturated Farty
acids.

Another type of AAL agent herein comprises fatry
acid esters which are non-digestible by virtue of branch-
ing on the a-carbon atom of the fatty acid moiety. Such
materials, which are well known in the chemical arts,
include, for example, a-methyl and a,a-dimethyl
C10-C3 fatty acid esters of lower alcohols such as etha-
nol and of polyols such as glycerol.

LIQUID POLYESTERS

The liquid polyol polyesters (or simply, polyesters)
employed in this invention comprise certain polyols,
especially sugars or sugar alcohols, esterified with at
least four fatty acid groups. Accordingly, the polyol
starting material must have at least four esterifiable
hydroxyl groups. Examples of preferred--polyols_are
sugars, inclading monosaccharides and disaccharides,
and sugar alcohols. Exatples of monosaccharides con-
tainifig four hydroxy] groups are xylose and arabinose
and the sugar alcohol derived from xylose, which has
five hydroxyl groups, ie., xylitol. (The monosaccha-
ride, erythrose, is not suitable in the practice of this
invention sinc¢e it only contains three hydroxyl groups,
but the sugar alcohol derived from erythrose, i.¢., eryth-
ritol, contains four hydroxyl groups and aceordingly
can be used.) Suitable five hydroxyl group-containing
monosaccharides are galactoss, fructose, and sorbose.
Sugar alcohols containing six —OH groups derived
from the hydrolysis products of sucrose, as well as
glucose and sorbose, e.g., sorbitol, are also suitable,
Examples of disaccharide polyols which can be used
include maltoss, lactose, and sucrose, ali of which con-
tain eight hydroxy! groups.

Preferred polyols for preparing the polyesters for use
in the present invention are sclected from the group
congisting of erythritol, xylitol, sorbitol, plucose and
sucrose. Sucrose is especially preferred.

‘The polyol starting material having at least four hy-
droxyl groups must be esterified on at least four of the
~~OH groups with a fatty acid containing from about 8
to about 22 carbon atoms. Examples of such fatty acids
include caprylic, capric, lauric, myristic, myristoleic;
palmitie, palmitoleic, stearic, oleic, ricinoleic, linoleic,
linolenic, eleostearic, arachidic, arachidonic, behenig,
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and erncic acid. The fatty acids can be derived from
naturally occurring ot synthetic fatty acids; they can be
saturated or unsaturated, including positional and geo-
metrical isomers. However, in order to provide liquid
polyesters of the type used herein, at least about hatf of
the fatty acid incorporated into the polyester molecule
must be unsaturated. Oleic and linoleic acids, and mix-
tures thereof, are especially preferred.

The liguid polyol faity acid polyesters useful in this
invention must contain at least four fatty acid ester
groups. Polyol fatty acid polyester compounds that
contain three or less fatty acid ester groups are digested
in and the products of digestion are absorbed from the
intastinal tract much in the manner of ordinary triglyc-
eride fats, whereas the polyol fatty acid polyester com-
pounds that contain four or more fatty acid ester groups
are substantially non-digestible and consequently non-
absorbable by the human body. It is not necessary that
all of the hydroxyl groups of the polyol be esterified
with fatty acid, but it is preferable that the polyester
contain no more than two unesterified hydroxyl groups.

Most preferably, substantially all of the hydroxyl

groups of the polyol are esterified with fatty acid, ie.,
the compound is substantially completely esterified.
The fatty acids esterified to the polyol molecule can be
the same or mixed (but, as noted above, a substantial
amount of the unsaturated acid ester groups must be
present to provide liquidity).

To illustrate the above points, a sucrose faity triester
would not be suitable for use herein because it does not
contain the required four fatty acid ester groups. A
sucrose tetra-fatty acid ester would be suitable, but is
not preferred because it has more than two unesterified
hydroxyl groups. A sucrose hexa-fatty acid ester would
be preferred because it has no more than two unesteri-
fied hydroxyl groups. Highly preferred compounds in
which all the hydroxyl groups are esterified with fatty
acid include the liquid sucrose octa-fatty acid esters.

The following are non-limiting examples of specific
liguid polyol fatty acid polyesters containing at least
four fatty acid ester groups suitable for use in the pres-
eat invention: glucose tetraoleate, the glucose tetraest-
ers of soybean oil fatty acids (unsaturated), the mannose
tetraesters of mixed soybean oil fatty acids, the galac-
tose tetraesters of oleic acid, the arabinose tetraesters of
linoleic acid, xylose tetralinoleate, galactose pentaole-
ate, sorbjtol tetraoleate, the sorbitol hexaesters of unsat.
urated soybean oil fatty acids, xylitol pentacleate, su-
crose tetracleate, sucrose pentaoleate, sucrose hexaole-
ate, sucrose heptaoleate, sucrose octaoleate, and mix-
tures thereof,

As noted above, highly preferred polyol fatty acid
esters are those wherein the fatty acids contain from
about 14 to about 18 carbon atoms.

The polyol fatty acid polyesters suitable for use
herein can be prepared by a variety of methods well
known to those skilled in the art. These methods in-
clude: transesterification of the polyol with methyl,
ethyl or glycerol fatty acid esters using a variety of
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catalysts; acylation of the polyol with a fatty acid chio- 60

ride; acylation of the polyol with a fatty acid anhydride;
and acylation of the polyol with a fatty acid, per se. As
an exampie, the preparation of polyo! fatty acid esters is
described in U.S. Pat. No. 2,831,854, incorporated
herein by reference.

Specific, but non-limiting, examples of the prepara-
tiom of polyol fatty acid esters suitable for use in the
practice of this invention are as follows.
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Erythritol tetraoleate — Erythritol and a five-fold
molar excess of methyl oleate are heated at 180° C.,
under vacuum, with agitation, in the presence of sodium
methoxide catalyst over two reaction periods of several
hours each. The reaction product (predominately eryth-
ritol tetraoleate) is refined in petroleum ether and crys-
tallized three times from severat volumes of acetne at 1°
C. acetone

Xylitol pentacleate — Xylitol and a five-fold molar
excess of methyl oleate in dimethylacetamide (DMAC)
solution are heated at 180" C. for five hours in the pres-
ence of sodium methoxide catalyst, under vacuum. Dur-
ing this time the DMAC is removed by distillation. The
product (predominarely xylitol pentaoleate) is refined in
petroleum ether solution and, after being freed of petro-
leum ether, is separated as a liquid layer four times from
acetone at ca. 1° C. and twice from alcohol at ca. 10° C.

Sorbitol hexacleate is prepared by essentially the
same procedure used to prepare xylitol pentaoleate
except that sorbitol is substituted for xylitol.

Sucrose octaoleate is prepared by substantially the
same procedure as that used to prepare erythritol tet-
raoleate except that sucrose is substituted for erythritol.

In therapeutic regimens the dosage of the composi-
tions herein can vary with the severity of the hypercho-
lesterolemic condition and the duration of the treat-
ment. Individual dosages can range from about 0.01
mg./kg. to about 500 mg./kg., and greater (unless other-
wise specified, the unit designated “mg./kg.™ as used
herein refers to mg. of liquid polyester per kilogram of
body weight), preferably from about 0.1 mg/kg. w0
about 125 mg./kg. per dosage, with up to six dosages,
preferably three dosages, being given daily, most pref-
erably at meal times. Because of the AAL agent, such
high dosages can be administered without fear of pro-
ducing anal leakage effects. Dosages of less than about
0.1 mg./kg. do not materially inhibit the absorption of
cholesterol in most patients. The dosages can be admin-
istered orally in any suitable unit dosage form such as
pills, tablets, and capsules. Preferred are capsules made
from gelatin. The dosages can also be administered as
part of a controlled dietary regimen, e.g., as a synthetic
salad oil or cooking oil or fat. :

The pharmaceutical compoesitions herein can com-
prise the polyester/AAL agent alone, or in combination
with any desired, non-interfering pharmaceutical car-
ries. As used herein, the term “pharmacentical carrier™
means a solid or liquid filler, diluent or encapsulating
substance. Some examples of the substances which can
serve as pharmaceutical Garti Sagars such as lac-
108¢, glucose and SUCTCRS; Staithes Such as corn starch
and potato starch; cellulose and its derivatives such as
sodium carboxymethylcellulose, ethyleellulose, cellu-
lose acetate; powdered tragacanth; malt; gelatin; take;
oils such as peanut oil, cottonseed oil, sesame oil, olive
oil, corn oil and soybean oil; polyols such as propylene
glycol, glycerin,. it itol ethylene
%_3;; ager; alginic acid; pyrogen-free water; isotonic

ine; ethyl aleohol and phosphate buffer solutions, as
well as other non-toxic compatible substances nsed in
pharmaceutical formulations. Wetting agents and lubri.
cants such as sodium lauryl sulfate, as well as coloring
agents, flavoring agents and preservatives can also be
present in the compositions, according to the desires of
the formulator.

The pharmaceutical carriers of the foregoing type
can optionally be employed in conjunction with the
liquid polyesters herein to provide a practical size to

O
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dosage relationship, composition forms which can be
casily ingested, and means for providing accurate unit
desages in a convenient form. The pharmaceutical car-
rier usually will comprise from about 5% to about 50%
by weight of the total pharmaceutical composition.

Since the liquid polyesters of the present composi-
tions are not unlike cooking and salad oils and fars in
their physical properties, the present compositions can
be used as a partial or total replacement for normal
triglyceride fats in any fat-containing food composition
to provide anti-hypercholesterolemic and low calorie
benefits. In order to achieve these benefits in a reason-
able time, it is necessary that at least about 10% of the
fat in the food composition comprises the polyesters
herein. Highly desirable food compositions are those
wherein the fatty component comprises up to about
100% of the polyester/anti-anal leakage compositions
hetein. Accordingly, the compositions of this invention
can be used as a partial or complete replacement for
normal triglyceride fats in a salad or cooking oil, or in
plastic shortenings for use in frying, cake making, bread
making, and the like. The compositions can also be used
as partial or complete replacements for normal triglyc-
eride fats in fat-containing food products such as may-
onnaise, margarine, and dairy products.

Preferred fat-containing food compositions of the
present type comprise noa-fat ingredients and fat ingre.
dients wherein from about 10% to about 95% of the
total fat consists essentially of a liquid sugar farey acid
polyester having at least four fatty acid estgr groups,
cach fatty acid having from about 8 to about 22 carbon
atoms, said sugar fatty acid polyester and/or food com-
position made therefrom also comprising an AAL agent
of the type disclosed herein. Such food compositions
will most often contain at least about 10%, generally
15% to0 25% (by weight of liquid polyester) of a fatty
agid source which provides the anti-anal leakage effect.
Highly preferred are food compositions wherein the
sugar fatty acid ester contains no more than two unes-
terified hydroxyl groups. Liquid sucrase polyesters,
especially those wherein the ester groups are mainly of
the unsaturated type and contain 14 to 18 carbon atoms,
when used in the manner of this invention, are aspe-
cially preferred for use in such anti-hypercholes-
terolemic and low calorie food compositions.

The total AAL agent employed in any of the compo-
sitions and methods herein will depend, somewhat on
the total amount of liquid polyester being ingested per
day. The anti-anal leakage agent should be present in an
amount equaling at least about 10% by weight of the
liquid polyesier. It is more preferred that the AAL
agent comprises at least about 20% by weight of the
liquid polyester to ensure that anal leakage does not,
even at high ingestion rates. Compositions wherein the
weight of AAL agent comprises from about 209 to
about 50% of the weight of liquid polyester provide
excellent control of serum cholesterol without anal
leakage of the polyester.

Compositions comprising edible fatty acids, their
edible salts or their edible, digestible esters as the AAL
agent preferably comprise about 10% to about 50% by
weight of these materials by weight of liquid polyester.
Compositions using the palatable position-specific tri-
glycerides as the AAL agent preferably comprise about
20% to about 40% (by weight of liquid polyester) of
these AAL sgents, When the edible, non-absorbable,
non-digestible solid polyesters are used as the AAL
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agent, they are preferably vsed at a rate of from about
20% to about 50% by weight of the liquid polyester.

The following, non-limiting exampies illustrate the
compoasitions and processes of this invention. It will be
appreciated that sugars and sugar alcohols, appropri-
ately esterified, are encompassed by the term “sugar™ as
used herein and such materials can be interchanged in
the compositions.

EXAMPLE I

Gelatin capsules for use by the hypercholesterolemic
patient are prepared by conventional meihods, as fol-
lows:

Ingredient Amount per Capsule
Socrose polyester® 2000 mg.
Stearic Acid 250 mg.

*Liquid mited hoxa-, bents- and Ota-sncroue ssters, predominarely the acmester.
esterified with mived Soybean il fuity acids, predaaninately in the Cia ~Cig thah

The capsules of the foregoing type are prepared by
simply mixing the ingredients and filling the standard
gelatin capsules. The capsules are administered orally
three times daily (three with each meat). This trearment
regimen inhibits cholesterol uptake significantly and
decreases the serum cholesterol levels in the circulatory
systems of humans with, or disposed towards, hyper-
cholesterolemia. The patients are not troubled by unde-
sired anal leakage with this regimen.

Similar results are obtained when the sucrose polyes-
ter in the capsules of Example I is replaced with an
equivalent quantity of a fatty acid polyester selected
from the group consisting of glucose tetracleate; glu-
cose tetraoleate; mixed glucose tetraesters of unsatu-
rated soybean oil fatty acids; mixed mannose tetrassters
of oleic acid; mixed galactose tetraesters of linoleic acid;
mixed arabinose tetraesters of oleic acid; xylose tet-
ralinoleate; galactose pentaoleate; sorbitol tetraoleate;
sucrose tetraoleate; sucrose pentacleate; sucrose hex-
aoleate; sucrose heptaoleate; and sucrose octaoleate,
respectively.

In the composition of Example I, the stearic acid
anti-anal leakage ingredient is replaced by an equivalent
amount of methyl stearate, propyl stearate, methyl be-
henate, ethyl behenate, substantially completely hydro-
genated palm oil, hydrogenated rapeseed oil, and mixed
hydrogenated tallow triplycerides, respectively, and
equivalent results are secured.

Preferred pharmaceutical compositions of the type of
Example I for inhibiting the absorption of cholesterol,
especially in the human body, preferably comprise from
about 0.1 gram to about 5 grams of the liquid polyester
and an effective amount (as disclosed hereinabove) of
the AAL agent.

EXAMPLE I

Gelatin capsules comprising 2 unit dose of an AAL
agent and a liquid polyester are prepared by conven-
tional means, as follows:

Ingredient Amount per Capsuie
Sucrose octacieate 3500 my.
Hydrogenated palm cil 750 mg.

FIN
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The above capsules are administered orally three
times daily (three per meal/70 kg. man) over a one-
month period. This treatment regimen substantially
inhibits cholesterol uptake in the patient and decreases
the serum level of cholesterol. No anal leakage from use
of the capsules is noted.

The hydrogenated palm oil in Example 11 is replaced
by an equivalent amount of tristearin and equivalent
anti-anal leakage results are secured.

When oleic acid is used to replace the hydrogenated
palm oil, no substantial anti-anal leakage effect is noted.

s

4]

12

ing where a plastic fat is employed. The fat composition
of Example V can also be employed in the preparation
of baking doughs suitable for use by the hypercholester-
olemic patient. Continued ingestion of the plastic short-
ening of Example V, or foods made therefrom, reduces
the body's serum cholesterol level without anal leakage
of the xylitol pentaoieate.

The shortening of Example V can be used by the
normal or hyperlipidemic patient to control body
weight.

EXAMPLE V1

EXAMPLE 11
Gelatin capsules comprising an AAL agent and a A non-anal leakage, low calorie, anti-hypercholes-
liguid polyester are as follows: 15 terolemic composition prepared with an edible, but
non-absorbable, non-digestible, solid polyester AAL
— . agent is as follows:
Ingredient Mg. per Capaule
Sucrose octaoleste 2000
Ethyl stearate 250 70 Ingredient 5 by Weight
Sucrese ortacieate k)
Sucrose oclastearate 30

Three capsules of the type prepared in Example ITI
are administered orally five times daily (three capsules
per occurrence) to inhibit cholesterol uptake and de-
crease the level of cholesterol in the circulatory system
of a 70 kg. patient afflicted with hypercholesterolemia.
At these dosage levels, no anal leakage is noted. Similar
dosages of the foregoing capsules without ethy! stearate
cause an undesired leakege of sucrose octaoleate
through the anal sphincter.

EXAMPLE IV

A highly palatable, low caloric composition snitable
for use by patients on anti-hypercholesterolemic thera-
pentic regimens and/or as & cooking fat substitute by
individuals on an anti-hyperlipidemic diet is as follows:

_ Ingredient ) % by Weight
¢ Liquid susrose polyester® - 30
-Cocoa butter o S0

*Avg. 7.5 ester of sucrose and olei: scid.

The composition of the foregoing type is suitable for

25

35

use in standard fashion as a low calorie cooking fat. No 43

anal leakage of the liquid polyester is noted.

The composition of Example IV is ingested at a rate
of 80 g./day (150 Ib. patieist) and reduces serum choles-
terol without anal Jeakage of the liguid polyester.

In the composition of Example IV the natural cocoa
buster is replaced by an equivalent amount of the posi-
ton-specific triglycerides SO0, SOS, 0SS, PSS, ASS
and BSS, respectively, and equivalent compositions are
secured.

EXAMPLE V

A plastic shortening is prepared from the following
ingredients.

Ingredient % by Weight
Cocos butter 40
Liquid xylitol pentoleste 50

* 088 10

The compaosition of Example V is prepared by thor-
oughly mixing the indicated mgredients. The composi-
tion is suitable for use in frying and other types of cook-

50

33

The composition of Example V1 is prepared by sim-
ply combining the ingredients. The composition is suit-
able for use by the hypercholesterolemic patient 10
reduce serum cholesterol levels; no anal lJeakage is
noted.

The composition of Example VI can be used by the
normal or hyperlipidemic patient to control serum cho-
lesterol without increasing caloric intake.

In the composition of Example V1 the sucrose octas-
tearate is replaced by an equivalent amount of sucrose
heptastearate, and sucrose octapalmitate, respectively,
as the AAL agent and equivalent results are secured.

What is claimed is:

1. A composition of matter, comprising:

(a) an edible, non-absorbable, non-digestible liquid
polyol fatty acid polyester having at least 4 fatty
acid ester groups, wherein the polyol is selected
from the group consisting of sugars and sugar alco-
hols containing from 4 to § hydroxyl groups and
wherein each fatty acid group has from about 8 to
about 22 carbon atoms; and

(b) sufficient anti-anal leakage agent to prevent Jeak-
age of said liquid polyester through the anal
sphincter, wherein the anti-anal leakage agent is a
member selected from the group consisting of edible
C12 and higher saturated fotty acids, and their edible
saits; edible, digestible sources of C12and higher satu-

rated fanty acids, other than tristearin or C\gsaturated

Janty acid esters of 1,3-propanediol; edible, non-
absorbable, non-digestibie solid polyol fatty acid poly-
esters having at least 4 farty acid ester groups, wherein
the polyol is selected from the group consisting of
sugars and sugar alcohols containing from 4 to 8
hydroxyl groups and wherein each fauty acid group is
@ saturated fatty aiid group having from about 8 to
about 22 carbon atoms; and edible, non-digestible
esters of alpha-branched chain Cio~C's fatty acids.
2. A composition according to claim 1 wherein the
liquid polyol fatty acid polyester contains no more than

6s about 2 free hydroxyl groups.

3. A composition according to claim 2 wherein the
fatty acid ester groups contain from about 14 to about
18 carbon atoms.
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4. A compuosition according to claim 3 wherein the
polyol is a member selected from the group consisting
of erythritol, xylitol, sorbitol, glucose and sucrose.

L5 A composition according to claim 4 wherein the
polyol is sucrose.]

[6. A composition according to claim § wherein the
sucrose fatty acid polyester is 2 member selected from
the group consisting of the hexaoleate, heptaoleate and
octavleate of sucrose, and mixtures thereof.]

[7. A composition according to claim 1 wherein the
anti-anal leakage agent is a member selected from the
group consisting of: edible Cyz and higher samrated
fatty acids, and their edible salts; adible, digestible
sources of Cyz and higher saturated fatty acids; edible,
non-ahsorbable, non-digestible solid polyol fatty acid
polyesters having at least 4 fatty acid ester groups,
wherein the polyol is selected from the group consisting
of sugars and sugar alcohols containing from 4 to 8
hydroxyl groups and wherein each fatty acid group has
from about 8 to about 22 carbon atoms; and edible,
non-digestible esters of alpha-branched chain Cyo-Ciy
fatty acids.}

8. A compaosition according to claim [7] 7 which
comprises at least about 109 by weight of the anti-anal
leakage agent.

9. A composition according to claim [7Y 7 which
comprises at least about 20% by weight of the anti-anaj
leakage agent.

1D, A composition according to claim [7] J which
comprises from about 20% to about 50% by weight of
the anti-anal leakage agent -

11. A composition according to ¢claim [7] 7 which
comprises from about 10% to about 50% by weight of
an anti-anal leakage agent selected from the group con-
gisting of edible C2-Cj4 saturated fatty acids and edible
salts of Cyp~Caq saturated fatty acids.

12. A composition according to claim [7) 7 which
comprises from about 109 to about 50% by weight of
an anti-anal leakage agent selected from the group con-
sisting of edible, digestible sonrces of Cyz~Ca4 saturated
fatty acids, and mixtures therecf, other than tristearin or
Cig saturated fatty acid esters of 1,3-propanediol.

13. A composition according to claim 12 wherein the
anti-anal leakage agent is a lower alkyl ester of Cy2-Cxs
saturated fatty acids, or mixtures thereof.

14. A composition according to claitn 12 wherein the
anti-anal leakage agent comprises substantially satu-
rated triglyceride esters of C12-Coq fatty acids, or mix-
tures thereof, other than tristearin.

15. A composition according to claim 14 wherein the
anti-anal leakage agent i3 hydrogenated palm oil.

16. A composition according to claim 14 wherein the
;nn:it-aml leakage agent is natural or synthetic cocoa

er.

17. A composition according to claim 14 wherein the
anti-anal leakage agent is an edible position-specific
triglyceride selected from the group consisting of: the
t-stearoyl, 1-palmitoyl, 1-arachidoyl and 1-behenoyl
2,3.dioleins; the 2-oleoyl 1,3-disteacins, 1,3-dipalmitins,
1,3-diarachidins and 1,3-dibehening; 1-oleoyl distearin;
L.paimitoyl distearin; [-arachidoyl distearin; and -
behenoy! distearing and mixtures thereof.

18. A compasition according to claim 17 which com-
prises from about 20% to about 409 by weight of the
position-specific triglyceride.

19. A compesition according to claim [7Y 7 which
comprises from about 20% to about 50% by weight of
an anti-anal leakage agent selectad from the group con-~
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sisting of edible, non-absorbable, non-digestible solid
polyol fatty acid polyesters having at least 4 fatty acid
ester groups, wherein the polyol is selected from the
group consisting of sugars and sugar alcohols contzin-
ing from 4 to & hydroxyl groups and wherein each fatty
acid group [has) is a saturated fatty acid group having
from about [8] 10 to about 22 carbon atoms.

20. A composition according to claim 19 wherein the
auti-anal leakage agent is selected from the group con-
sisting of [Cjo—C2; saturated fatty acid polyol esters]
SuCTose octastearute, sucrose ociapaimitate, sucrose hepras-
tearate, xylitol pentastearate and galaciose pentapalmitate.

21. A method for inhibiting the absorption of choles-
terol in animals without causing an anal leakage effect
comprising systemically administering to an animal
susceptible 1o or afflicted with hypercholesterolemia
sucosssive therapeutically effective doses of a composi-
tion comprising: 4 non-absorbable, non-digestible liquid
polyol fatty acid polyester having at least 4 fatty acid
ester groups, wherein the polyol is selected from the
group consisting of sugars and sugar alcohols contain.
ing from 4 to § hydroxyl groups and wherein each fatty
acid group has from about 8 to about 22 carbon atoms
and sufficient anti-anal leakage agent to prevent leaknge
of said liquid pelyester through the anal sphincter.

22. A method according to claim 21 wherein the
anti-anal leakage agent is a member selected from the
group consisting of: edible C2-Cyq saturated fatty
acids, and their edible salts; edibls, digestible sources of
Ci2-Cas saturated fatty acids; edible, non-absorbable,
non-digestible solid polyol fatty acid polyesters having
at least 4 fatty acid ester groups, wherein the polyol is
selented from the group consisting of sugars and sugar
alcohols containing from 4 to 8 hydroxyl groups and
wherein each fatty acid group has from about 8 to about
22 carbon atoms; and edible, non-digestible esters of
alpha-branched chain C9-Cig faity acids.

23. A method according to claim 22 wherein the
composition comprises at least about 10% by weight of
the anti-anal leakage agent.

24. A method according to claim 23 wherein the
composition comprises at least about 20% by weight of
the anti-anal leakage agent.

25. A low calorie fat-containing food composition
comprising non-fat ingredients and fat ingredients,
wherein from about 10% to about 100% of the total fat
ingredients comprise:

{(a) a portion comprising an edible, non-ahsorbabie,
non-digestible liquid polyol fatty acid polyester
having at least 4 fatty acid ester groups, wherein
the polyol is selected from the group consisting of
sugars and sugar alcohols contzining from 4 to 8
hydroxyl groups and wherein each fatty acid group
has from sbout 8 to abont 22 carbon atoms; and

{b) sufficient anti-anal leakage agent, other than iri-
stearin or Cis saturaied fatty acid esters of 13-
propanediol, 1o prevent leakage of said liguid poly-
ester through the anal sphincter,

26. A composition according to claim 25 wherein the
liquid polyol fatty acid palyester contains no more than
about 2 free hydroxy! groups.

27. A composition according to claim 26 wherzin the
fatty acid sster groups contain from about 14 to about
18 carbon atoms.

28. A composition according to claim 27 wherein the
polyol is 2 member selected from the group consisting
of erythritol, xyiitol, sorbitol, glucose and sucrose.

48
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85. A compuosition according to claim 81 which com-
prises from about 10% to about 50% by weight of an
anti-anal teakage agent selected from the group consist-
ing of edible C3~Cys saturated fatty acids and edible
salts of C2-Cyq fatty acids. 5

§6. A composition according to claim 51 which com.
prises from about 10% to about 509 by weight of an
anti-anal leakage agent selected from the group consist-
ing of edible, digestible sources of Ciz-Cae saturated
fatty acids, and mixtures thereof.

§7. A composition according 1o ¢laim 56 whersin the
anti-anal leakage agent is a lower alkyl ester of Cj2-Cayq
saturated fatty acids, or mixtures thereof,

$8. A composition according to ¢laim 56 wherein the

anti-anal leakage agent comprises substantially satu- 15

rated triglyceride esters of Cy3-Cay fatty acids, or mix-
tures thereof. .

$9. A composition according to claim 58 wherein the
anti-anal leakage agent is hydrogenated palm oil.

60. A compasition according to claim 88 wherein the 20

anti-anal leakage agent is natural or synthetic cocoa
butter.

61. A composition according to claim 538 wherein the
anti-anal leakage agent is an edible position.specific
triglyceride selected from the group comsisting of: the 25
1-stearoyl, l-palmitoyl, l-arachidoyl and l-behenoyl
2,3-dicleins; the 2-oleoyl 1,3-distearins, 1,3-dipalmitins,
1,3-diarachiding and 1,3-dibehenins; l~oleoyl distearin;
l-palmitoy! distearin; l.arachidoyl distearin; and -

62. A composition according to claim 61 which com-
prises from about 20% to sbout 40% by weight of the
position-specific triglyceride.

63. A composition according to claim 51 which com-
prises from about 20% to about 50% by weight of an 33
anti-anal leakage agent selected from the group consist.
ing of edible, non.absorbable, non-digestible solid
polyol fatty acid polyesters having at least 4 fatty acid
ester groups, wherein the polyol is selected from the
group consisting of sugars and sugar alcohols contain- 40
ing from 4 to 8 hydroxyl groups and wherein each fatty
acid group has from about 8 to about 22 carbon atoms.

64, A composition according to claim 63 wherein the
anti-anal leakage agent is selécted from the group con-
sisting of Cio~Cpa saturated fatty acid polyol esters. 45

63. A composition according to claim 12 wherein said
edible sources of saturated forty acids have an iodine value
of from about 9.8 to about S0

86, 4 composition according ta claim 36 wherein said
edible sources of saturated fatty acids have an iodine value 30
of from about 9.8 to aboui 50
67, A composition of matter, comprising.

(@) an edible, non-absorbable, uon-d:gestible Figuid
polpol fatty acid polyeswr having at least 4 fatty acid
ester groups, wherein the polyol is sucrose and wherein 55
each fatty aéid group has from about § to about 22
carbon atoms; and

(b) sufficient anti-anal leakage agent to prevent leakage
aof said liquid polyester through the anal sphincter,
wherein the anti.gnal leakage agent is a member 60
selected front the group consisting of: edible Cyg and
higher saturated farty acids, and their edible solts;
edible, digestible sources of Cy2 and higher saturated

Jany acids; edible, non-absorbable, non-digestible
solid polyol fatty acid polvesters having at least 4 fatty 65
acid ester groups, wherein the polyol is selected from

the group consisting of sugars and suger alcohols

containing from 4 to 8 hydroxyl groups and wherein

behenoy] distearin; and mixtures thereof, 30

18
each fauy acid group is a saturated fatty acid group
having from about 8 o abour 22 carbon atoms; and

edible, non-digestible esters of alpha-branched chain .

Ci-Chs fatty acids.

68. A composition according to claim 67 wherein the
sucrese fatty acid polyester is a member selected from the
group consisting of the hexaoleate, heptaoleare and octavle-
ate of sucrase, and mixtures thereof,

69, A composition according ro claim 67 which comprises

1 from about 20% to about 50% by weight of an anti-ancl

leakage agent selected from the group consisiing of edible,
non-absorbable, non-digestible solid palyol fatty acid poly-
esters having at least 4 faty acid ester groups, wherein the
Lolyol is sucrose and wherein each fatty acid group is a
saturated fatty acid group having from abour 10 1o about
22 carbon atoms.

70. A composition according to claim 69 wherein the
anti-onal leakage agent is selected from the group consist-
ing of sucrose octastearare, sucrose octapalmitate, and
sucrose heptasiearate.

7L A low calorie forcontaining food compasition com-
prising non-fat ingredients and fat ingredients, wherein
Jrom abour 10% to about 100% of the towal fat ingredients
comptise.

(@) a portion comprising an edible, non-absorbable, non-
digestible liquid polvol fatty acid polyesier having at
least 4 farty acid ester groups, wherein the polyol is
sucrose and wherein each fatty acid group has from
about 8 1o about 22 carbon atoms; and

(b} sufficient anti-anal leakage agent to prevent leakage
of said liguid polyester through the anal sphincrer.

72. A composition according w0 claim 71 wherein the
suerose fatty acid polyester is a member selected from the
group consisting of the hexaoleate, heptaoleate and octaote-
ate of sucrase, and mixtures thereof.

73. A composition according to claim 7] wherein the
liguid polyester poriion of the far ingredients comprises
Jrom sbout 20% 10 about 50% by weight of an anti-anal
leakage agent sefected from the group consisting of edible,
non-ghsorbable, non-digestible solid polyol fatty acid poly-
esters having at least 4 fatty acid ester groups. wherein the
polyol is selected from the group consisting of sugars and
sugar aleohols containing from 4 to 8 hydroxyl groups and
wherein each fotty acid group has from about 8 to about 22
carbon atoms.

74. A composition according to claim 73 wherein the
anti-anal leakage agent is selected from the group consist-
ing of Cio-Cxa saturated fatty acid polyol esters of sucrose.

75. A camposition according to claim 74 wherein the
anti-anal leakage agent is selected fram the group consist-
ing of sucrose octastearate, surrose octapalmirare and su-
crose heptastearate.

76. A composition of matter, comprising Jar ingredients
and nonfat ingredients in which at least a portion of the far
ingredients comprise:

() an edible, non-cbsorbable, non-digestible liquid
polyol fasty acid polpester having at least 4 fatty acid
ester groups, wherein the polyel is selected from the
Broup consisting of sugars and sugar alcohols contgin-
ing from 4 to 8 hydroxyl groups and wherein cach
Jatty acid group has from about 8 1o about 22 mrwn
atoms; and

{b) sufficient anti-anal leakage agent, other than mma-
rin or Cig saturcted fanty acid esters of 1.3-
propanediol, to prevent leakage of said liguid polyester

through the anal sphincter.
¥ & % * B
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de manera respetuosa manifiesto que, debidamente facultado para actuar, sustituyo el
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" firma, para que asuma en su estado actual y lleve a su culminacién la defensa de los
intereses de mi representada en el asunto de la referencia.
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empresa que represento, y queda investido de las facultades mencionadas en el articulo
70 del Coédigo de Procedimiento Civil, en especial para notificarse de los autos y
providencias de toda indole que se emitan en desarrollo del proceso, aportar, presentar y
solicitar pruebas, petlcmnes y recursos de cualquier indole, presentar demandas,
constituir y prestar cauciones, recibir, desistir, conciliar, transigir, sustituir, reasumir,
recibir y cobrar depésitos judiciales, asi como ejercer todas las demas atribuciones
requeridas para el ¢abal desarrollo de este mandato. El suscrito se reserva la facultad de
reasumir la representacion de los intereses de la aludida compafiia en cualquier momento
y para cualquier diligencia.

Sefior Superintendent Acepto,
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JUAN PABLO REYES VILLAMIZAR

C.C. 79.152.473 de Usaquén C.C. 80.419.709 de Usaquén
T.P.A. 44.655 del C.S.J. T.P.A. 92.189 del C.S.J.

Carrera 17 No. 88-23 Of. 205 Tels.: +57 1 655 7795, +57 1 621 2631, Fax: +57 1 621 2542
info@reyes-abogados.com - www.reyes-abogados.com - Bogotd, Colombia.
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

Radicacion N° 00068859

Una vez recibido y estudiado el recurso de reposicién presentado por el interesado,
contra lo que dicta la Resolucion N° 7986 de 23 de marzo de 2007 donde se
Concede el otorgamiento de Patente de Invencion, se emite el siguiente concepto:

1. Documentos estudiados:

1.1.  Descripcién: Folios: 5 a 22.

1.2. Reivindicaciones: 1 a 28 (folios: 23 a 27) como se radicé inicialmente.
Modificadas: 1 a 24 (folios: 157 a 161);
Modificadas: 1 a 21 (folios: 218 a 221);
Modificadas: 1 a 19 (folios: 253 a 256);
Ultimas modificadas: 1 a 10 (folios: 265 a 267).

1.3.  Oposiciones: Tecnoquimicas y Lafrancol (folios: 63 a 71y 99 a 118).

1.4.  Rtas. Solicitante: Folios: 129 a 155 (a la oposicién); folios: 202 a 215 (al
requerimiento articulo 45); 225 a 230 (al 2° requerimiento
art. 45); 242 a 251 (al 3° requerimiento art. 45); 260 a

263 (al 4° requerimiento art. 45).

1.5.  Argumentos Recurso
De Reposicion: Interpuesto por los opositores: Tecnoquimicas y
Lafrancol (folios: 297 a 317).

1.6.  Prioridad: Folios: 36 a 48 (13-09-99, EPO 99118180.1).

2. Objeto de invencién:

La presente solicitud se titula: “Composicion farmacéutica de orlistat que contiene
tensoactivos y dispersantes” (segln lo sugerido en el concepto técnico de
concesion).

El objeto de la presente solicitud se refiere a composiciones farmacéuticas que
comprenden por lo menos un inhibidor de lipasa, de preferencia un inhibidor de
lipasa gastrointestinal y pacreatica, por ejemplo orlistat, por lo merios un tensoactivo
y por lo menos un dispersante,

Segun la descripcion, ejemplos de inhibidores de lipasa son lipstatin y orlistat. El
ultimo se conoce también como tetrahidrolipstatin o THL y se deriva de un producto
natural excretado por Streptomyces toxytricini, Esta clase de compuestos se
encontré que exhibe in vitro asi como in vivo actividad frente a varias lipasa, tal como
lipasa lingual, lipasa pancreatica, lipasa gastrica y lipasa carboxiléster. Su empleo
para el control o prevencion de obesidad e hiperipidemia se describe por ejemplo,
en la patente estadounidense 4598089.
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Orlistat se administra normalmente a dosis de 120 mg por comida y la dosificacién es
independiente de la masa corporal del sujeto humano. Orlistat actta localmente en el
tracto gastrointestinal e impide que la lipasa digiera triglicéridos y subsiguientemente
inhibe la formacion de productos de degradacion de lipidos absorbibles. Por este
motivo no se requiere la disponibilidad sistémica de inhibidores de lipasa, y en su
lugar, se prefiere la residencia local en el tracto gastrointestinal. Las composiciones
inhibidoras de lipasa administradas normalmente inhiben alrededor el 30% de la
absorcién de grasa después del consumo de una comida mixta; un aumento de la
concentracién de inhibidores de lipasa en la composicién farmacéutica no aumenta
su eficacia clinica mientras aumenta la intensidad de los efectos secundarios locales.

En el capitulo reivindicatorio se reclamé lo siguiente:

Reivindicaciones: 1 a 9 (folios: 265 y 266): una composicidn farmacéutica que
comprende orlistat en una cantidad que varia entre 3 y 30% del peso total de la
composicion, uno o mas tensioactivos en una cantidad que varia entre 1 y 20% del
peso total de la composicion, los cuales son seleccionados del grupo conformado
por: vitamina E-(polietilenglicol 1000) succinato (TPGS), estearatos de
poli(oxietileno); alquil éteres de poli(oxietileno), aceites de ricino de poli(oxietileno),
glicéridos poliglicolizados, lecitinas y mezclas de los mismos, y uno o mas
dispersantes en una cantidad que varia entre 5 y 70% del peso total de la
composicion, los cuales son seleccionados del grupo compuesto por: glucosa,
sorbitol, manitol, maltodextrina, lactosa, sacarosa, polietilenglicol, glicerol, triacetin,
glicofurol, efervescentes y mezclas de los mismos y triglicéridos, diglicéridos,
monoglicéridos, mezclas de di-, mono- y triglicéridos, vitamina E, acetato de
tocoferol, terpenos, escualeno y mezclas de los mismos.

Reivindicaciéon 10 (folio: 267). un procedimiento para la preparacion de una
composicion farmacéutica de las reivindicaciones 1 a 9.

El problema técnico planteado en esta solicitud es:; proporcionar composiciones
inhibidoras de lipasa que son aptas para mejorar la eficacia clinica y/o la potencia
del propio inhibidor, y/o minimizar o suprimir la pérdida anal de aceite (manchado
oleoso) que es un efecto adverso.

La solucion propuesta por la presente solicitud consiste en: una composicién
farmacéutica que comprende orlistat, uno 0 més tensioactivos y uno o mas
dispersantes.

El objeto de la solicitud definido anteriormente se clasificd en la IPC A 61K 9/10,
31/365, 31/19; CO7D 305/12.

3. Respuesta a los argumentos de los Opositores:

3.1. Fundamentos con respecto a la Resglgcigg de Concesion de la Patente de
Invencién.

El sefior recurrente afirma lo siguiente: “... es del caso reiterar lo expuesto en el
complemento de informacion remitido el 15/03/2007, en el cual se llamaba la
atencion del Despacho en cuanto a que los tamafios de muestra que se utilizan para
probar la efectividad en la supuesta reduccion de efectos adversos (goteo de grasa
anal), son totalmente inadecuados para el caso...” (Folios: 298 y 299).

Si se revisa la tabla 1 de la solicitud de patente (ver folio: 22) se encuentra que fa
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tabla muestra algunos ejemplos de resultados in vivo del estudio realizado donde se
muestra el nimero de muestras de heces conteniendo aceite libre/nimero de
voluntarios. Como puede observarse alli, se trata de algunos ejemplos de
comparacién frente a la referencia (Xenical 120 mg) y no se muestra todo el estudio
realizado por el solicitante, no obstante, estos ejemplos revelan que la composicién
farmacéutica solicitada soluciona un problema técnico existente, que si bien no se
presentaba en todos los pacientes, si era un efecto adverso que el solicitante lo
consideré un problema técnico y le dio solucién por medio de la composicion
farmacéutica propuesta en la solicitud de patente concedida.

En cuanto a la relevancia estadistica de los datos mostrados en dicha tabla 1, se
puede anotar que si bien en la solicitud no se encuentra descrito todo el estudio
realizado sino unos cuantos ejemplos del mismo, lo cual puede no revelar datos mas
adecuados para el caso, estadisticamente hablando, no obstante, en patentes
habitualmente el solicitante no revela la totalidad de sus estudios y/o ensayos, sino
los més representativos y que revelan un salto tecnolégico o solucién a un problema
técnico existente.

De todas maneras, vale la pena decir que la materia reivindicada, una composicién
farmacéuti ica de orlistat en una cantidad que varia entre 3 y 30% del peso total de la

composicién, uno 0 mas teggiogggvog en una cantidad que varia entre 1 y 20% del

peso total de la composncnon Ios cuales son seleccnonados del grupo conformado
) PG t

dispersantes en una cantldad que varia entre 5 y 70% del peso total de la
composicion, los cuales son seleccionados del grupo compuesto por: glucosa,

sorbltol mamtol ma todggmng, lagtosg, gggrosa, goh_e_tl!engllcol, ghcgrol. tngcetm,

tocoferol, tergg 08, esgga!eng y mezclas de los mlsmos, no se encontraba en las
anterioridades WO 98/34607 'y WO 98/34630, documentos aportados en su

momento por los Opositores, asi como tampoco dicha composicion fue sugerida por
“Remington Farmacia” ni por “Farmacotecnia Teérica y Practica”, documentos que
también se habian adjuntado como anterioridades relevantes en estudios técnicos
anteriores.

Esta composicién farmacéutica por no encontrarse en el estado de la técnica, por no
resultar obvia para una persona medianamente versada en la materia ni haber sido
sugerida por las anterioridades adjuntadas por el opositor y tenidas en cuenta por
esta Oficina por resultar relevantes antes de las Gltimas modificaciones realizadas
por el solicitante, y por haber solucionado un problema técnico existente, se observd
que cumplia con los requisitos de Novedad y Nivel Inventivo.

3.2. Fundamentos con respecto a los documentos WO 00/009122 y RE 33996;

Si bien estos documentos se presentan en forma extemporanea, se puede decir lo
siguiente: el documento WO 00/009122, por se publicado en fecha posterior a la

fecha de prioridad de la solicitud en cuestion, no se puede considerar como
anterioridad relevante.

En cuanto al documento RE 33996 los opositores afirman lo siguiente: “... se refiere
a una composicién para el tratamiento de la hipercolesterolemia que comprende un
poliol de éster de acido graso liquido y un agente antigoteo anal como por ejemplo
un acido graso saturado...” (Folios: 301 y 302).
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Este documento menciona una formulacion de dos agentes un poliéster de acido
graso, donde el poliol es seleccionado de aziicares o azlcares hidroxilados que
contienen 4 a 8 hidroxilos y donde cada acido graso tiene de 8 a 22 carbonos; el otro
agente es un poliéster liquido que puede ser un triglicérido por ejemplo derivados de
aceite de palma, aceite de coco, aceite de almendra, y es un agente antigoteo anal.

Se puede observar que esta formulacion no contiene un principio activo; ademas, de
acuerdo a lo revelado en la descripcion, dichas formulaciones son nutricionales
(comestibles) y se emplean en dietas para la hiperlipidemia e inhiben la absorcion de
colesterol.

La formulaciéon de la solicitud de patente estudiada, si contiene principio activo
(orlistat) y el vehiculo esta conformado por: uno 0 mas tensioactivos en una cantidad
que varia entre 1 y 20% del peso total de la composicién, los cuales son
seleccionados del grupo conformado por: vitamina E-(polietilenglicol 1000) succinato
(TPGS) estearatos e poli ox; t|| no); I ul ét re de Qll oxietileno ites de
d i y mezclas de los
mismos, y uno o mas glspgrsagtgg enuna cantldad que varla entre 5y 70% del peso
total de la composucion los cuales son seleccionados del grupo compuesto por:
i |

ge tomferol, terpenos, gsgua!em y mgz_glas de los mismos. Esta formulacion hace

que se inhiba la formacion de lipidos, porque contiene orlistat que es un inhibidor de
lipasa.

Como se puede apreciar, estas dos formulaciones no contienen los mismos
componentes, aun cuando se relacionan en su uso en tratamientos contra la
hiperlipidemia. Ademas, actlan de diferente manera, la del documento RE 33996
inhibiendo la absorcién de colesterol y la de la presente solicitud, por su absorcién en
sangre, actGa inhibiendo las enzimas lipasas para que no se formen lipidos, lo cual
es adecuado en tratamientos contra la obesidad e hiperlipidemia. Por lo tanto, no es
relevante para el requisito de Novedad.

De igual modo, este documento RE 33996 no le sugiere a una persona
medianamente versada en la materia la formulacion de la solicitud evaluada, por
cuanto no tiene principio activo y su modo de actuar es distinta al de la solicitud
estudiada, aun cuando su uso esté relacionado con tratamientos contra la
hiperlipidemia. Por lo tanto, tampoco es relevante para el requisito de Nivel Inventivo.

Teniendo en cuenta lo anterior y debido a que los argumentos presentados en el
Recurso de Reposicion no desvirtlian lo que dicta la Resolucion N° 7996 donde se
Concede el otorgamiento de la Patente de Invencidn, se recomienda ratificar dicha
Resolucion donde se Concede el Privilegio solicitado para las reivindicaciones 1a 10
(folios: 265 a 267).

Lo anterior para los efectos legales a que haya lugar.

Bogota, D.C., 16 de noviembre de 2007

CONCEPTO TECNICO No. 2269 EXAMINADOR TECNICO

Codigo No. 202005
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