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JOSE LUIS REYES VILLAMIZAR, mayor de edad, identificado come aparece al 

pie de ml firma, abogado an elerciclo, titular de la tarjeta profesional nOnlero 44655 
to del Consejo Superior de la Judicature, obrando an calidad de apoderado de la 

sociedad TECNOQUIMICAS S.A., dentro del tramite de la referenda, per media 

del presente escrito, procodo a presenter argumentos quo demuestrari quo la 

solicited de la referenda incumpie os requisitos de patontabilidad estabIOcidOS per 

os articuios 14. 16,18 y 20 hterai d) de tR DecisiOn 486 de 2000, y qua per ollo no 

meraeja recibir ol beneficlo patentario: 

I. REMISION DE INFORMACION. 

En primer Iujar, Os importante senalar qua to modificacion On el capftuk, 

reivindicatorio hecho per of soticifanto an su respuesta at requerimsnto de 

nformaciOn, presentade e! 23 cIa nowembre de 2009, corresponde a un cambio de 

farina quo, come se veto enseguida, pretende evadir de manera superficial as 
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argumentos expuestos tanto par el examinador tØcnico, coma par el opostor an el 

escrito oportunamente aportado al IrÆmite he Is referenda. 

En efecto, el soliotante define an su nueva reivindicaciOn I qua al àcdo dei ester 

de sacarosa qua lace parte de las composidiones farmaceuticas revelades as 

soleccionado entire sacarosalaurato, sacarosamihstato, sacarosapalmitato, 

sacarosaestearato, sacarosaraquidonato y sacarosabehanato, y enfoca Is solicitud 

a proteger una composicion ffirmaceutica quo coniprende criistat, an monoester 

do acido graso do sacarosa seleccionado antis los antoriormente mendionados Y 

uric a mas excipiontes farmacØuticamente acoptables. 

Si bien as cierto qua de esta forma he logrado at solicilanle superar a objeciOn 

rolacionada con Is reivindicaclon do un usc y un metodo he tratamiento, no lo as 

menos qua las reivindicaciones restanles mantienen Cu improcedencia he 

petontabilidad en tanto mantienen, en esencia, las mismas caracteristicas tecnicas 

describes can anterioridad an el estado do Is teonica. 

En primer lugar, queremos insistir an quo tanto los argurnentos dados par el 

e,<aminador tØcnico siguen siendo campletamente validos pare desacreditar el 

nivel inventivo de Is invencion, partiendo del hecho quo todas las anteroridades 

citadas representan una clara gula para cualquier persona medianamente versada  a

an Is meters qua este buscando resolver el misrno problerna tecnico planloado 

quo el solicitante consistente on buscar Is reduccion de efectos secundarios 

asociados al consumo do un inhibidor he lipasa, corm par ejemplo el gotea anal 

de grasa. 

[a anteriormente dicho puede suslentarse an las revelaciones contenidas en los 

documentos PCT02001/19378 y PCTOOO/O9122, Pmparacion Do Esteros 

Do 4cidos Gmsos Con Sacarosa Como Emulsionantes A/imontarios V Eva!uaciOi 

Do Sus Propieciades Supocf,cieles Y Emu!sionantes1 ast coma an el documento 

"FAT REPLACERS" Vol. 52 No 3 publicado an mario de 1998, los cuales revelan 

composiciones farmaceuticas qua contienen on inhibidor de lipasa, uno (a mm) 

aditivos, espesantos y emulsificantes hidrofilicos yin coloidales he grado 

alimenticio y excipientes an dondo as pueclen utilizer poliesteres he sacarosa 

MG. Meghed. 50(4). 999.280-282 
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tales come Ryoto Sugar Esters (nombre comercial pare osteres de ªcidos 

grasos de sacarosth, par ejemplo Ryoto Sugar Ester 8-170, qua contiene 

pobesteres do acido estearico de sacarosa (pag 3 -lineas 32! 33 $g4 �lineas 1 a 

4) are composicion farmacØutica qua comprende al menos un inhibidor de lioasa 

at mamas un ester its Abide praso do Dolioles, caraclorizado an quo el ester de 

acido graso tiene un punto do fusion careens a Is temperature del cuerpo y los 

poliotes son seleccionados del grape qua consists de glicerol, azücares, derivados 

de azücar y mezola de los mismos; y evidencia de quo este tipo osteres its acidos 

grasos do sacaosa pertenecen al estado de a tecnica y results de ampo use an 

Is industria. 

En otras palabras, e independientemente del tipo its compensate qua Se use 

coma tensoactivo, con base an Is informacion expuesta on estas anterioridados, 

su combiriaciOn con roferencias generales disponibles y de facil acceso, cualquier 

persona medianamento versada an Is formulacion de productos farmacØuticos 

podria optar par el empleo de tales estates do sacarosa coma agentes 

tensoactivos an el afØn de resolver el citado problems del exceso do gross an las 

beces. 

Lo anterior as tan cierto, qua an Is respuesta al requerimiento el solicitante busca 

diferenciar un monoestor its sacarosa de los poliesteres do sacarosa qua 

40 
menciona is anterioridad W012001/19376: 

"Par to tanto, as absotutamente clam quo a to largo dot documento D2 NO so 

monciona Is posibitidad do qua uris ,notAcula cia sacamsa sea sustituide par an 

sa’o scAt giso, esto as, no so have alusiOn suns composción farmaceutica quo 

comprenda un monoestards acido graso cia secarasa ()’ 

En relaciôn can este punto, si bien as cierto qua no hay una correspondencia 

exacts con los compuestos tensoactivos reivindicados par Is solicitud Colombians 

an cuestiOn tarrbiØn Ic as qua pars una persona medianamente versada an Is 

formulaciOn de productos farmaceuticos, a ulilidad de un mortoester de sacarosa 

y/o un poliester de sacarosa coma tensoactivo sells extrapolable, y Is decision de 

user uno U otro Se resolveria a traves do los respectivos ensayos de 
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preformulaciOn y formulacion a as qua rutinariamente toda formulacion 

tarmaceutica debe someterse. 

Prueba do lo anterior, y de Is versatilidad con quo Se pod no solucionar el problems 

teonico planteado a travØs do otros diversos tipos de agentes tensoactivos, nos Is 

da el mismo solicitante (F. HOFFMANN-LAROCHE AG) a traves do otras 

solicitudes antericres a esta, an las cuales Se plantea el mismo problems tØcnico a 

resolver, y so plantea so soluciOn mediante Is asociaciOn do Orlistat con un agents 

tonsoactivo (diforente) an proporcionos definidas. Las solicitudes an cuestion son 

el expedients colombiano 00-068-859 titulado Tormulaciones an dispersion qua 

oontionen orlistat con eficacia mejorada y disminucion de efectos secufldariOs y 

03-004-385 titulado Nuevas composiciones farmaceuticas qua comprenden on 

inhibidor de Lipasa y on secuestrante de Acidos biliaros farmaceuticameflte 

aceptable. En el primer documento el solicitante reivindica one gran variedad do 

agentos tensoactivos, mientras quo an el se9undo se inclina par Is utilizaciOn de 

acidos biliares, 

Esto no solo evidence quo las antoriaridades expuestas on Is oposiciOn y par el 

senor examinador aplican coma una clara gula para Ilever a cabo el efecto 

buscado par Is salicitud an cuestiOn, sine quo adomas OJ mismo soiicitante splice 

las caractoristicas inhorentes de estos compuostos tensoactivos y Is misrna 

estrategia pare resolver el mismo problems tØcnico planteado an sus diferentes 

solicitudes anteriores, lo cual lace evidente Is imposibilidad de otorgar el privileyio 

do patente qua nos ocupa. 

Tamblen son evidencia de Is versatilidad del usa diferentes agentes tensoactivos 

asociados a orlistat 0 inhibidores do lipasa La publicaciOn internacional WO 

0011 3667 publicada el 16 do Marzo do 200 y titulada LIPSTATIN DERIVATIVE-

SOLUBLE FIBER TABLETS(pagina 3 y capitulo reivindicatorio), Is publicaciOn 

intemacional WO 00/09123 publicada el 24 de febrera do 2000 y titulada 

’PHARMACEUTICAL COMPOSITIONS CONTAINING LIPASE INHIBITORS AND 

QUITOSAN’ (pagina I y capitulo reivindicatorlo) y Is publicaciOn internacional WO 

99/34787 publicada el 15 do who de 1999 y tilulada ’FAT BINDING POLYMERS" 

(paginas 2,16 y capitulo reivindicatorie). 
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Solid lipid f1rmu1tioflS 

The present invention relates to pharmaceutical compositions comprising at least 

one lipase inhibitor. 

Examples of such linear inhibitors are Ii patati n and consist The latter is also known 

as t C trahydrol pstatin or SHIP and is derived from a natural product excreted by 

Streptomyces toxytricinL This class of compounds war found to exhibit in vitro as well as 

in vivo activity against various I ipases such as lingua[ h p ase, pancreatic Ii pase. gastric 

lipase, and crboqlester lipase. Its use for the control or prevention of obesity and 

hyperlipideniia is described, Occurrence, to US Patent 459S089. 

10 Orlistat is currently administered at doses of 120 nig per meal and dosing is 

independent of the body mass of the human subject. Orlistat acts locally in the 

gastrointestinal (01) tract and prevents lipase from digesting trigLycerides and 

subsequently inhibits the formation ofalasorhable lipid degradation products. For this 

reason, systemic Evadedriflityctithelipase inhibitors is not required and, instead, local 

15 residence in the gastrointestinal t ract is preferred. 

Lipase inhibitor compositions currently administered inhibit around 30% of fat 

absorption after consumption of   mixed ’teal; an increase of the lipase inhibitors 

concentration in the pharmaceutical tompostoor, does not increase its clinical effi ca 

and/or  potency while the intensity of local side effects increases. 

20 Anal leakage of oil (oily spotting) is an advice effect which is occasionally  observ CtL 

in patients treated with lipase inhibiton. This phenomenon reflects physical separation of 

some liquid t,nabsorbed dietary fat from the bulk of solids in the lower large intestine 

CONFIRMATION COPY 
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The problem at the now of the present numerous is therefore to prode bresse, 

inhibitor compositions which are able to improve the clinical efficacy and/or potency of 

the inhibitor itself, and to minimize or suppress the above mentioned disadvantages-

The problem is solved, according to the present invention, by a pharmaceutical 

composition comprising at least one inhibitor of lipases and at least one fatty acid ester of 

polyols, characterized in that the fatly acid ester has a melting point above the body 

temperature, I  >37C, and the polyols are chosen from the group consisting of glyerol, 

,years, sugar derivatives and mixtu re.s thereof 

has surprisingly been found that administering a lipase inhibitor in a composition 

10 comprising at least one of the above fatty acid esters clearly improves the efficacy and 

potency oft he I pose inhibit...  itself. Furthermore, the Intl’ - subject variability in efficacy 

and/or potency is reduced, as well as the Frequency and intensity of side effects - 

the pharmaceutical compositions according to the present invention have been 

found to exhibit very favorable effects when applied orally during meal intake in humans. 

IS Surprisingly, an increased efficacy and potency compared to the already known 

compositions "as observed. This was unexpected as the compositions according to the 

invention are solid within the body and should therefore be poorly dispersible among the 

dietary oil particles in the stomach - 

Furthermore, the compositions according to the polar  invention reduce 

20 unpleasant side effects in the single meal test compared to the already known 

Compositions, despite the greater a moon t of fat which remains unabsorbed.  During the 

single meal studies with human subiects. it was observed that the sroo Is obta ned after 

intake of compositions according to the present invention show less separation of oil from 

the main stool mass as compared to the conventional formulations. This was unexpected, 

25 as equal or higher amounts of fat were present in the collected stools. 
- - 

SAccording to the present invention, the terms inhihitor of lipases’ and "lipase 

inhibitor  refers to compounds which are capable of inhibiting the action of lipases for 

example gastric and pancreatic Hiroo, - For example o rlista t and lipstatin as described in 

U.S. Patent No. 4,598,089 are potent inhibitor of lipases. Lipstatiri is a natural product of 

30 microbial origin, and orlistat is the result of a hydrogenation of lipstatin. Other lipase 

inhibitors include a class of compound commonly referred to as panc!icins, analogues of 

orli.stat Muloh at al, 1994) Theterm lipase inhibitor" refers also to polymer bound 

lipase inhibitors for example described in /nternatŁonal Patent Application W099134786 

(Geltex Pharmaceuticals lnc.) These polymers are characterised in that they have been 

35 substituted with one or more groups that inhibit lipasee - The term lipase inhibitor" also 
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comprises pharmaceutically acceptable salts of these compounds. The term "lipase 

inhibitor" preferably refers to orlistat. 

Orlutat is a ktiown compound useful for the control or preverttior, ofobesity and 

hyperlipidemia. See, U.S. Patent No. 4,598089, issued July I 1986, which also discloses 

processes for making orlistat and U.S. Patent No. 6,004.996, which discloses appropriate 

pharmaceutical compositions. Further suitable pharmaceutical compositions are described 

for example in International Patent Applications WO 00109112 and WO 00/09123. 

Additional processes for the preparation  of o rlista I are disclosed in European Patent 

Applications Publication Nos. 185,359, 199,377, 443,449,  and 514,495. 

10 Orlistat is preferably orally administered from 60 to 720 rig per day in divided doses 

two to three times per day. Preferred is wherein from ISO to 360 mg most preferably 360 

nag per day of a lipase inhibitor is administered to a subject, preferably in divided doses 

two or, particularly, three times per day. The subject is preferably an obese or overweight 

human, i.e. a human with a body mass index of 25 or greater. Generally, it is preferred that 

15 the lipase inhibitor be administered during ingestion of a meal Containing fat. Generally, 

for administering a lipase inhibitor as defined above it is preferred that treatment be 

administered to a human who has a strong family history of obesity and has obtained a 

body mass index of 25 or greater. 

Accordingly, the present invention refers to a composition comprising at least one 

20 inhibitor of lipases and at least one fatty acid ester of po]yols, characteri’i.ed in that the fatty 

acid ester has a melting point above the body temperature and the polyols are chosen or  

the group transiting of glycerol sugars, sugar derivatives and mi xtttres thereof. 

The polyols can be chosen, independently from each other, from the group 

Sconsisting fglycerol, sugars. sugar derivatives and mixtures. This group especially 

25 comprises sucrose, glycerol, and sugar alcohols, and most preferably glycerol, i.e. most 

preferably glyceride esters are used in the compositions according to the present invention. 

The term "sugar alcohols" refer to compounds comprising mono-, oligo- and 

PU] ysac car ides and their recision products. C. g. mann itol. 

The term "glyceride ester" refers torn ester of glycerol. According to the present 

30 invention, an ester may contain one to three preferably one or three CI 2 to C20 fatty 

acid(s) moieties per glycerol moiety or may be a phospholipid, preferably a lecithin or 

mixtures thereof For example, the glyceride esters can be chosen from the group 

consisting of one or more triglycerides, one or more monoglycerides, one or more 
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phospholipids and mixtures thereof. Preferably, the fatty acid moieties in the fatty acid 

ester of the polyols have, independently from each other, twelve or more carbon atoms, 

preferably twelve to twenty carbon atoms. Most preferably, the Fatty acid moieties in the 

fatty acid ester of the polyols have twelve to twenty carbon atoms and are saturated. 

5 In a pre [erred erector men t of the present invention su table triglycerides are 

trilaurin, trinlyristin, ripaLmitin and trivearin and mixtures thereof. The most preferred 

triglycerides are t rinlyristin and I rilauri n - 

The monoglycerides can be chosen from the group consisting olmonocaprin, 

monolaurin, monomyristin and rnonopalmitin and mixtures thereof. 

’to In a preferred embodiment of the present invention, the phospholipid is preferably a 

Lecithin. e.g. anon .  partially or fully h,’drogenaied lecithin and mixtures thereof. The term 

lecithin’ in the con text oft his invention  refers to esters farmed <if glycero, two fatly 

40 acids, and a phosphor Scholars moiety. A lecithin has the following structure: 

0 

O 

0 o�\ 4 ’- N 

15 wherein RtCOO and R1 -COO. are moieties derived from fatty acids as defined above. 

The phospholipids, e.g. lecithins may be chosen from the group consisting of 

natural lecithin, synthetic lecithin, sojalecithin, egglecithin, synthetic dipalmitoyllecithio 

partially  or fully hydrogenated lecithin and mixtures thereof. 

the fatty acid esters of poivol s are known in the art and are commercially AN  a liable. 

20 Preferably, the glyceride ester is present in an amount varying between 0.5 and 90% 

of the total weight of the composition. 

Advantageously, the pharmaceutical compositions of the present invention further 

comprise at least one pharmaceutically acceptable excipie n I. The additional excipierm may 

be useful for enhancing the dispersion  arid distribution in the stomach.The excipien I may 

25 be chosen from the group consisting of disintegrant.c, effervescents and mixtures thereol. 

Further cxci pi ents such as carbohydrates, starch and/or its dec iva ttves, malt odexi rifles. 

cellulose, cellulose derivatives, sugars � fillers, a otioxi dun is, anionic and no nionic 

su rfa ctan is such as sodium dodecylsol fate, fatty acid salts, e.g. Na atea rate. 
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poly(oxyethylene)alkyl esters, ioly(oxyethylene)alkyl ethers and mixtures thereof can also 

be added. Examples of additional serpents are glucose, lactose, sorbitol, maltodextrin, 

talcum, awallsocome steante, rnanrn’a, sodmm 
bicarbonates 

crospervidone, gycofaio\, 

tartaric acid and mixtures thereof 

The invention is useful with any !nhibitor of losses, but is especially useful for 

inhibitors of the gastric and pancreatic House and, in particular, for the active compound 

OrLstat. 

According to the present invention, the lipase inhibitor is present in an amount 

varying from Ito 50%, preferably from 5 to 30%, of the total weight of the composition. 

10 In a psefetred erxboâiment of the pitsent OYlelThOfl te phaTmaterntca composition 

as described above may comprise 

a) Ito 50% of the total weight of the composition is a blease inhibitor; 

h) is  to 90% of the such weibhr of the compositions is at least cue fatty acid ester 

ofpolyols; and optionally 

15 the composition comprises one or more pharmaceutically acceptable excipient(s). 

The compositions according to the present invention can be administered using 

conventional dosage forms such as hyd roxyp rop yl methyl cell Li] ose (HPM C) capsules, hard 

gelatin capsules, starch capsules, table L s, cii ewabl e tablets and capsules, powders, pellets, 

granules, etc. 

20 The present invention relates also to a process for preparing pharmaceutical 

compositions as described above, which process comprises mixing at least one inhibitor of 

lipases with at least one fatty acid ester of polyols, in the solid or molten slate, wherein the 

� fatty used ester of polyols has a melting point above the body temperature and the polyols 

are chosen from the group consisting old) hand, sugars, sugar derivatives and mixtures 

25 thereof. 

A further aspect of the present invention is to provide a method for controlling or 

preventing obesity comprising the step (if administering to a patient a pharmaceutical 

Composition as described above. 

The invention also relates to the use a composition as defined above for the 

30 preparation ofa medicament for the prevention and treatment of obesity. 

The invention will be now illustrated in details by the following examples. 
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EXAM PIES 

lexuarma  

to a of melted trinlyTistin (Dynasan 114, EJuls AG) were mixed with 20g ortistat 

during about 30 minutes at a temperature of 5763’C. 20 g glucose were added to the so 

obtained co -melt and mixed until solidification at room temperature. The on obtained 

cake was left for an hour at room temperature, ground by means of a dry mixer and 

subsequently sieved through meshes of’ .6 mm. The resulting particles were heated at 39’C 

for 4.5h under inert atmosphere, cia-milled with dry Ice and subsequently mixed with 

10 lactose (lactose resulting particle = lOt] lSw:w). The so obtained mature was finally 

pressed into chewable tablets having a diameter of’ 6 mm, a weight of 1.15 g and 

containing each 60 mg orlistat, 30 mg trimvristin, 6{) mg glucose and 1000 no; lactose. 

!he above chewable tablets were applied to human volunteers during a single meal 

test. Human subjects consumed a meal consisting of 130 g hamburger meat, log butter 

15 and 100 g French fries (fried in peanut oil) and containing overall about 35 g fat- Stools 

were collected from day -I (a day before eating the single meal) until day S after the test 

meal. The first and the last stools were employed to assess background fat excretion. 

Stools were stored frozen and extracted for total lipid according to Bligh and Over (Bligh, 

E.G.. and Dyer, WY.. Caji. I. Bioclrcn,. P!rysiot.37, (1959). 911). Background excretion of 

20 Lipids was subtracted to obtain the amount of put excreted due to the extent treatment. 

The excreted fat was quantified by gravinictry and expressed as percentage of the fat 

content of the test meal. 

te2 

too g of trimyristin (Dyriasan 114. Flats AG) were melted at 65t in a suitable high �

 

25 shear mixer vessel. 200 g orlistat were given in the vessel and molten by mixing softly 

mixture = co melt). The Molten phase was mixed for 1 remains While stirring, 1900 

ni a! t odext ri n [)E 11 (ratio senator ma hod r.x trin In w:\v) were added In two teachers 

and mixed until stilidification at room olacturactreared a fis,wing grano)ate has obtainer]. 

The granulate was sieved through meshes ofo.S5 mm. Separately, 4950 g sorbitol were 

30 sieved through meshes of 0.85 mm and mixed with the co -melted granulate for 3 minutes. 

Additionally, the outer phase (375 g talcum and 75 g niagnesium stearate) were hand 

sieved through meshes offl.5 mm and mixed with the granulate for 3 minutes. The or 

obtained tuixtore was harin pressed moo chewable tablets having a diameter of 20 
mma 

a 

weight of 1.5 g and containing each 40 mg orlista, 20 mg trimyristin, 36D my; 

35 maltodextrin, 960 mg sorhitol, 75 mg talcum and 15 mg magnesium stearate. 
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The above chewable tablets were applied to human volunteers according to the 

method described in Example 

Example 3 

125 g HPMC (Pharmacoat 603, Shin Ron Chemical Co) were dissolved in AS 

S water at about 75 C. The solution was cooled to room temperature (25CC) and   

dispersion was obtained by adding thereto S g mannitol, 2J9sothum bicarbonate and 19 

Crospovidone. 075 g Kryn.somes 1703H (hydrogenated lecithin, Lipoid AG) were 

dispersed in 7.5 g water with a homogenizer (Pol1ron) for 30 seconds and successively 

mixed with the above dispersion. The obuined aqueous system was used to make an 

10 emulsion by emulsifring, with a Myron kir 1.5 minutes at 65 t, 4.5 g of  melted oily 

mixture obtained by something 3.15 g trimyristin 
( 

Dynasan 114. Huls AG) and 6.3 

orlistat at 65 rC. This emulsion was frozen at -SO C in a rotating 250 ml round flask in a 

dry ice -ethanol mixture and was then ]vophilized. The Iyophili’ate was then milled at room 

temperature and 3 g thereof were mixed and sieved through meshes ofo.5 may  1.3 g oithe 

IS mixture was pressed (0 a chewable tablet having a diameter allay rum diarrseter, weight of 

1.3 good containing each SO mg orlistat, 30 mg irimyristin. IS mg Kryrosome, 2$ mg 

HPNIG, 20 mg Grospovidone 100 mg mannitol, 50 mg sodium bicarbonate and 1000 mg 

lactose. 

The above chewable tablets were applied to human volunteers according to the 

20 method described in Example I. 

Example 4 

30 g orlistar and 15 g trLmyrisrics W,t nasao I 14, HUl, AG Were spread throng)) 

Mother of 0.9 mm and mixed for IC minute’. The mixture was again sieved through 

rneshesof0.9 mm pod mixed for 10 minuics. The or obtained mixture was coarse milled 

46 25 in portions) for 0.5 minutes in a dry mixer by adding a triple amount time Ire. This cold 

mixture was hen area called with a pin mill to cci Line particles. The resulting particles 

were dried during 15 minutes under high ’serum  and subsequently mixed with 2/3 (wlw) 

part ofglucose. 15 g dim, dry mix wax mixed with 100 g lactose for 10 minutes and then 

sieved through meshes of 0.5 mm. The so obtained mix milieu granulate was finally 

30 pressed into chewable tablets having a diameter of 16 mm, a weight of 1.15 g and 

containing each 60 rrig orldlar. 30 me, Zrimvriflifl, 60mg g)uco,se and 1000 rug lactose. 

The above chewable tblers were applied to human volunteers according to the 

method described in Example I. 
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1.2 g orlistat and 1.8 g glucose were sieved through meshes of 0.9 nm and mixed for 

2 minutes. Afterwards 4.0 g Kryosonie 1702 (soyaleciihin sucrose = 12 sew; Lipoid AG) 

were also sieved through meshes of 0.9 mm and mixed with the first mixture for 2 minutes. 

5 The combined mixture was then cryo-milled with on air jet mill using dry ice for cooling. 

The resulting particles were dried for 15 minutes under high vacuum. 3.5 g of the dried 

particles were mired arth lug lactose for IS ntinutes. The so obtained powder mixture 

was Finally pressed into chewable tablets having a diameter of 16 mm, a weight of 1.35 

and containing each 60 tog orlistat, 90 mg glucose. 200 mg Kryosome and 1000 tog lactose. 

10 The above chewable tablets were applied to human volunteers according to the 

Method described in Example I. 

40 
Example 6 

4.24 g soyalecithin and 4.24 g orlistat were subsequently dissolved in 31 52 

glycoæirol 75 (Roche). Empty hard gelatin capsules were sealed with a 25% gelatin 

15 solution in water and were allowed to dry. The sealed hard gelatin capsules were punched 

and subsequently filled with 565 mg of the srlistatllec,thin/glycolurol-solut!on. The holes 

were closed with the above gelatin solution and the closed capsule was allowed to dry for at 

least 15 minctes. Every capst’ie contaoed 60mg orli.ctat, 60 tog so)aiedthin and 445 an, 

glyco lu nil. 

20 Capsules prepared in this way were applied to human volunteers according to the 

method described in Example I. 

Fv,mele  

IC g of melted trimyristin (Dyna.san 114, hills AC) were mixed with 20 g orlistat 

during about 30 minutes at a temperature of 57_63@C. 10 g glucose were added to the so 

25 obtained on melt and mixed until solidification at room temperature, ground by notice of 

a dry mixer and subsequently sieved through meshes of In mm. 48 g of resulted particles 

were kept at 39C in a closed vial under inert atmosphere for 4.5h, alloys milled with dry ice 

on a pin mill. 15 g of the resulted particles were subsequently mixed with tog Kryosonie 

702 (Upoid AG) and 200 g lactose for 30 rniutes The mixture was sieved through 

30 meshes of 0.5 mm and pressed into chewable tablets, having a diameter of 16 man, a weight 

of 1.25 is and containing each 60 mg orlistat. 30 mg trimyristin. 60 mg glucose, 100 tog 

Kryosome and 1000mg lactose. 



-10 -

The above chewable tablets were applied to human volunteers according to the 

method described in Example 1, 

Example 

0.75 g of co melted and cryo-mil!ed material drulfistantrourrition-glucose 2:1:2) 

from Example   and 0.5 g Kryosome 1702 were sieved through meshes of 0.5 mm and 

mixed for lB minutes. 3.Ogsodium bicarbonate and 1.5 gtartartc acid were milled at 

i-non’ temperature in a laboratory blade mill, sieved through meshes of 0$ mm and mixed 

tot 0 m;n111e5 2.72 of this effervescent mixture was added to the first mixture and mixed 

again for IC minutes. 0.395 g of this mixture were filled into HPKIC capsules of size 0. 

10 containing 30 mg orlistat. 15 mg trimyristin, 30 mg glucose. 50 mg Kryosome, 180 mg 

sodium bicarbonate and far him tartaric acid. 

The above capsules were applied to human volunteers according to the method 

described in Example 1. 

ExamDle 9 

15 aD g orlistat and log trilaurin (Dynasan ill. H Lill AG) were sieved through meshes 

of 0.5 mm and mixed. This mixture was cryo-Milled in a pin mill together with dry ice and 

subiequently dried under vacuum for IS minutes. log of this mixture was blended with 15 

glucose. 3g of this blend and 2 g of Krvosomes 1702 (Lipoid AG) were rose milled 

ogetlier with dry ice in a Laboratory blade,mi!l and dried overnight in a dessicator under 

20 vacuum. 1.25g of the resulting powder tests  pressed to a chewable tablet having a 

diameter of 16 ream, a weight of 1.25 a and containing each 60 my orlistat 30 mg trilaurLn, 

riO on; glucose, 100 mg kryosome and 1000 mg lactose. 

The above chewable tablets were applied to human volunteers according to the 

method described in Example I. 

25 Example 10 

16 g monolaurin (Rylo MG 12. Daniscn Ingredient AG) and 4 g nionocaprin 

emulsifier TS -PI-1003 (Danisco Ingredient AG) were comelted at about 70 C. cooled to 

room temperature (25CC) and thereby completely solidified. After one day the film Was 

scraped off the wall with   spatula, crierse milled, in portions, in adry mixer at low 

30 temperature by adding dry ice (three times the volume of the to milled material) for about 

half a minute and then fine cryo-milled in a pin mLll and vacuum dried for 15 minutes. IS 

of this mixture and 15 gnrlistat were blended. Sogdoor ice were added and the mixture is 

coarse milled in portions each for half a mute. After vacu U In drying the resulting powder 
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was  s,eved through meshes nb. forms and fine cryo milled in a pin miii to produce a fine 

orlistat-monocapnn-monolatirin (50- 0-40) powdermix. 2.4 g of a comilled mixture 

between 2.16 g tartaric acid and 4.56 g sodiumbicarbonate was added to 5-6 gof the above 

powdermix and 2 g anhydrous lactose, mixed for 5 minutes and sieved through meshes of 

5 0.5 mm and mixed again- 500 mg of the resulting powder were filled in hard gelatin 

cationifiess containing 60 ng orli,siat, 45 mg m000laurin, 11 mg m000caprin, 100 mg lactose, 

190 mg sodium bicarbonate and 90 mg tartaric acid. 

The above capsules were applied to human volunteers according to the method 

described in Example I - 

Table In vivo results 

[ipie Orlistat dose bring) Excreted fat 14 11Free oil in 

stool saniples’3 

Reference 120 nag (XenicaP) 41-8 
– 

1.5 lA.9f 18 

1 60 mg; 48.1–3.9 3 1/3 

2 40mg 37.6–17.1 3 0/5 

3 - 60 me 50.2– 114 3 1/3 

4 60 in  43.1–15.6 5 0/5 

5 60 in  

60 in  

64,8 14.3 

47.2–12-0 

5 

5 

0/5 

nd. 

7 60mg 82.055 6 0/6 

S 30 mg 40.6– 10.6 5 0/5 

:9 60 mg 60.6–13.3 5 2/5 

10 Well 54.2 
– 

10.9 iThl/S 
excreted fat as percentage of fat intake. 

number of volunteers subjected to the experiments 

’umber of stool samples containing free oil’ number of volunteers 
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As shown in Table I, the efficacy and/or potency of the compositions according to 

the present invention is much higher than that of conventional formulations. 

Compositions according to the invention containing just the half or even a quarter of the 

lipate inhibitor oldie known composition are similarly or even much more efficacious 

andlor potent. Foy the same lipase inhibition degree, it is now possible to strongly decrease 

the amount of active compound in the composition, thus minimizing undesired side 

effects. 

Table I shows also the number of ol samples containing free oil for each of the 

above compositions. Stool samples obtained after intake of compositions according to the 

10 present invention show just occasional separation of it From the main stool mass mine 

separation atall. The compositions according to the present invention enable therefore to 

minimize or con] pl etely surprise anal leakage of oil which  is one of the most undesired 

I]& cffect of the prior art compositions. 

C 
15 

S 
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1. ,pharmaceutical composition comprising at least one inhibitor of lipases and at least 

one fatty acid ester of polyols, characterized in that the Fatty acid ester has a melting 

point above the body temperature and the polyols are chosen from the group 

5 consisting of glycerol, sugars, sugar derivatives and mixtures thereof. 

2. The pharmaceutical composition according to claim 1, wherein the polyols are chosen, 

independently from each other, from the group consisting of sucrose, glycerol, and 

sugar alcohols. 

3. The pharmaceutical composition according to claim I or 2, wherein the polyol is 

10 glycerol. 

� 4. ’I he pharmaceutical composition according to any of claim,  I to 3. wherein the fatly 

acid ester is a glyceride ester and is chosen from the group consisting of one or more 

triglycerides, one or more monoglycerides, one or more phospholipids and mixtures 

thereof. 

15 5. The pharmaceutical composition according to any of claims I to 4, wherein the fatty 

acid moieties in the fatty acid ester of the polyol have, independently from each other, 

twelve or more carbon atoms and the fatty acid moieties in the fatty acid ester of the 

p olyol are saturated, 

6. The pharmaceutical composition according to claim 5, wherein the basic acid moieties 

20 in the fatty acid ester of the polyol have, independently from each other, twelve to 

twenty carbon atoms. 

7. The pharmaceutical composition according to any of claims 4 to 6, wherein the 

� triglycerides are chosen from the group consisting Of tribune, trims tripalmitin, 

istea rio and mixtures thereof. 

25 is The pharmaceutical composition according to claim 7, ich erei n the rid cerid C is 

ri myrisi it or Criterion or mixtures thereof. 

9. The pharmaceutical composition according to any(if claims   to 6, wherein the 

nonoglycerides are chosen from the gro op consisting of m onoc a pd n. mono1 au r in $ 

nionomyrismin, monopaimitin and mixtures thereof. 

30 IC. The pharmaceutical composition according to any of claims 4 to 6, wherein the 

phosphotipid is a lecithin. 
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11, The The pharmaceutical composition according to claim 10, wherein the phospholipid is a 

non-, partially or frilly hydrogenated lecithin and mixtures thereof. 

12. The pharmaceutical composition according to claim 10 or 11, wherein the 

phospholipids are chosen from the group consisting of natural lecithin, synthetic 

5 lecithin, sojalecithin, egglecithin, synthetic dipalmitoyltecithin, partially or fully 

hydrogenated lecithin and mixtures thereof. 

3. The pharmaceutical composition according to any of claims Ito 12, wherein the Fatty 

acid ester of polyols is present in an amount varying between 0.5 % and 90 % ofthe 

total weight of the composition. 

10 14, The pharmaceutical composition according to any of claims I to 13. further 

comprising at least one pharmaceutically acceptable excipient. 

13. ’1 he pharmaceutical composition according to cLoini 14, wherein the excip i cii t is 

selected from the group consisting of carbohydrates, starch and/or its derivatives, 

tnai wd cx trines, cellulose, cellulose derivatives, sugars, tillers, di sin leg rants, 

IS e ffervescen Is, antioxidants, an ionic eructation, consume Ic s LI rfactan a and mixtures 

thereof. 

16. The pharmaceutical composition according to claim 15, wherein the surfactant is 

selected from the group consisting of sodium dodecyls LII fate, fatty said salts, 

polyoxyethylene alkyl esters and polyoxyethylene alkyl ethers and mixtures thereof. 

20 17. Ihe pharmaceutical composition according to any ofclams 14 to 16, comprising an 

excipient selected from the group consisting of glucose, lactose, sorbilol, maltodextrin 

talcum, magnesium ste arate, mann i tol, sodium bicarbonate, Crospovi done, 91, co (urn1, 

tartaric acid and mixtures thereof 

lb. The pharmaceutical composition according to any of claims I to 17, wherein the 

25 inhibitor of lipases is an inhibitor of gastrointestinal ipases. 

19. ’I he pharmaceutical composition according to claim 18, wherein the inhibitor of 

gastrointestinal Illinois is on i stat. 

20. The pharmaceutical composition according to any of claims Ito 19, wherein the lipase 

inhibitor is present in an amount varying from Ito 50% of the total weight of the 

30 composition. 

71. The pharmaceutical composition according to claim 20, wherein the lipase inhibitor is 

present in an amount voryingfrom 5 to 30% of the octal weight of the composition. 
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22- The pharmaceutical composition according to any of claims Ito 2 I wherein 
a Ito 50% of the total weight of the composition is at least one lipase inhibitor; 

b) 0-5 (090% of the total weight of the composition is at least one fatty acid ester 

ofpolyols; and optionally 

5 c) the composition comprises one or more pharmaceutically acceptable 

- ecipient(s)- - 

23 A process for preparing a pharmaceutical composition according to any one of claim I 

to 12, comprising mixing at least one inhibitor oflipases with at least one fatty acid 
ester of polyols, wherein the fatty acid ester of polvols has a melting point above the 

10 body temperature and the polyols are chosen from the group consisting of glycerol 

sugars, sugar derivatives and mixture.s thereof, 

24, Use of a pharmaceutical cnmpositinn as defined in any one of claim I to 12 for 

controlling or preventing obesity. 

25. A method for controlling or preventing obesity conprising the step of administering to 

15 a patient a pharmaceutical composition as defined in any one of claims ] to 21 

26. Use ofa composition as defined in any of claims Ito 22 for the preparation of, 

medicament for the prevention and treatment of obesity. 

27  The invention as hereinbefore described. 

S 
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PHARMACEUTICAL COMPOSITIONS CONTAINING LIPASE rNHIorIoRs 

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 andlor hydrocolloidal food grade thickeners 
and emul5ifiers, and excipienta. 

An example of an inhibitor of gastrointestinal lipases is orlistat, 
previously known as tetrahydrohpstatin or THL. Orlistat reduces the 
absorption of dietary fat. Its use for the control or prevention of obesity 

10 and hyperlipidaemia is described in US patent 4 598 089. 

Anal leakage ofoil (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 

15 intestine. This physical separation and thus anal leakage clod 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 alipase inhibitor with substantial amounts ofwater-- 

20 insoluble crude fibers, the inhibiting effect on fat absorption can be 

increased. This synergistic effect is likely attributable to acceleration of 

gastrointestinal transit offood 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 
25 inhibitory effect on fat absorption. 

Surprisingly, it has now been found that the separation of 

reabsorbed oil from the feces and thus anal all leakage can be reduced 

or prevented, when a lipase inhibitor such as orlistat is administered in 

combination with low amounts ofcrdeorccixoraipnofly digestible, poorly 



W000109122 
-2- 

lCTIP99/05607 

cx. 
fermentable, hydrophilic and/or bydrocolloidal food grade thickeners 1. 5 
and/or ornuisifiers. 

The invention is also concerned with the use of poorly digestible, 

poorly fermentable hydrophilic and/or hydrocolloidal food grade 

S 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 andior emulsifiers for treating or preventing the syndrome of 

10 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 undigestibie oily fat 

substitutes. 

Further examples of lipase inhibitors which can be used in the 

15 scope of the present invention are Tipatatin, panclicias, hesperidin, 

ebelactones, esterastin and their derivatives, and valilactone. 

As thickeners there can be cited water soluble natural, synthetic 

orsemisyrzthetic polyncthaædes, such as methy]cel]u]ose, xaDthan 

gum, psyllium seed, ispaghula husk, plantago ovate seeds, "Taya gum 

20 and mixtures of such compounds: 

Methyl cellulose is the methyl ether of c&lulose. It is slowly 

soluble in water, giving a viscous, colloid solution. 

Xanthan gum is a biosynthetic hydrocolloidal high molecular 

Sweight exopolysaccharide produced by pure culture fermentation of 

25 Xanthoznonas canpestris. It contains D-glucose, D-mannose, and 

D-glucuronic acid as the dominant hexcse 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 

30 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 ofplantago species, e.g. Fl. 
psyllium. It swells rapidly upon contact with water to force a stiff 
mucilage. 

Plantago costa 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. 

fcaraya gum is a hydrocofloidal exudate or gum from Sterculia 
10 species. It forms a homogenous adhesive gelatinous mass upon contact 

with water. 

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

METHOCEL AIM, a trademark of Dow Chemical Co. for a high 

15 viscosity methyl cellulose, 
KELTROL TE, a trademark of Merck & Co. Inc., Rahway NJ, for 

xanthan gum, 
MUCILAR; psyllium seed (Psylili seminis testa), a product of 

Spirig AG, CH-4�22 Egerldngen, 

20 META3IIJCIL, ipaghula husk (Ispaghuise testas puMs) a 
product of Procter & Gamble, CH-1211 Geneve 2, 

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

KoIn 91, 
NORMACOL MITE a trademark ofNorine Ltd., Great Britain, 

25 for karays 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., 

30 Pearl River NY, for the calcium salt of a synthetic loosely crosslinked 

hydrophilic resin of the pclycarboxylate 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, Esters, e.g. Ryoto Sugar Ester SIlO. Ryoto Sugar Esters are a trade 
name ofMitsubishi-1(asi Foods Corp., Chuo-Ku, Tokyo 104, for sucrose 
fatty acid esters. Ryoto Sugar Ester 8,170 contains sucrose stearic acid 
polyesters. 

5 Examples of excipients which can be used in the pharmaceutical 
compositions of the invention are binders, diluents and lubricants, such 
as AVICEL, polyvinyl pyrroiidone (povidone), talc, stearic acid and 
sodium stearyl nimarate; sweeteners, such as sorbitol, glucose, 
sacoharose, saccharine-sodium salt and sodium cyclamate; flavour 

10 agents, such as passion tx-nit, 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; disinterants, such as sodium starch glycolate; antimicrobial 
agents, such as p-hydroxybenzoic acid methyl or propyl ester; 

15 detergents, such as sodium lauryl sulfate and colouring agents, such 
as n -carotene. 

AVICEL essentially comprises microcrystalline cellulose. It is 
available from FMC Corporation, Pharmaceutical Division, 1735 
Market Street Philadelphia, PA 19103. e.g. as AVICEL RC-591 or 

20 CL-611, which are mixtures ofmicrocrystalline cellulose (about 92%) 
and carboymethylcellulose sodium (about 8%), AVICEL PH 101 or 
PH 105, which is microcrystalline cellulose with an average particle 

size of 50 or 20 it, respectively; AVICEL CE-15 a mixture of micro-

crystalline cellulose and guar gun. 

25 As indicated above, anal leakage of oil, occasionally observed with 

the therapeutic use oflipase inhibitors such as orlistat, can he reduced 

*or presented with the pharmacautical compositions of the invention. 

This is illustrated by the following in vivo experiments; 

Rats maintained on high fat diet were used ace model. Inhibition of 

so fat absorption by diet-admixed orlistat provoked anal leakage of liquid 
oil. However, the amount of oil leakage could not easily be deteriined. 

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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animals. The area of greasy thr increased in proportion to the amount of  

unabsorbed fat and was reduced by dietary admixture of selected 
examples of the above defined food additives. However, for reasons of 
animal care for comparative evaluation of the additives a surrogate 
parameter was used to assess effects on oil leakage. Following a meal 
containing orlistat, unabsorbed fat is temporarily stored in the caccum 
of the rat prior to excretion. The fat is partly present as floating liquid 
oil, partly associated with unabsorbaNe solids. In validation studies it 
could be demonstrated that the effect of food additives to bind and 

10 sequester unabsorbed liquid oil in the solid phase of the ca000n is a 
reliable surrogate parameter predictive for a corresponding reduction of 
subsequent oil leakage. 

The high fat basal diet used contaised by weight 56% lab chow, 
12% glucose and M olive oil. Food additives were supplemented at 

Is three levels, accounting for 12.4, 4.5 and 1.2% of she composite diet by 
weight. Control diets were supplemented with a corresponding amount 
of starch. All diets were moistened with water to a similar consistency 
to facilitate acceptability by the animals. Groups of 6-7 female rats 
(body weight: 120-140 g) were allocated to each diet. Aàer dieta’ 

20 adaptation for one week, the rats were fasted for 24 hours and on the 
subsequent experimental day the diets were supplied as single meal 

(basal diet: 4,25 g, additives or starch: 0.6, 0.2 and 0.05 g). In order to 

completely block absorption of oil and thus produce a defined amount of 
unabsorbed fat a high dose of orlistat (45 mg) was dissolved in the olive 

25 oil fraction (1.5 ml) of the meal. The animals were sacrificed three hours 
after supplying the meal. At this point in time the caecum contained the 
largest fraction of administered dietary oil. To determine the relative 

amounts of bound and free oil in the caecum, the caecal contents were 
centriihged 

30 (2000 g, 30 min) and the lipid content of the oillwater and solid phase 
was quantitated gravimetrically following extraction with solvent. 

The food additives tested in the first ex1p41lental series were 

rnethylcellulose(MC), Ryoto sugar ester 8-170 (ES) and xanthan gum 

(XG). The fat content of the liquid and solid phases in the caecum was 

35 expressed as percentage of the amount of oil supplied with the meal. 

Mean values for experimental groups fed the additives, as cornpated to 
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controls (when (where the thickening or emulsifying additive was replaced by 
the corresponding weight of starch(ST)), are shown in the following t 
table. For statistical assessment of the effect of the additives. Student’s 
t-test was used: n.s. = p0.05, * = pc0.05, ** = pcO,Ol *** = p<0,001. 

Fat content in caecum in % of the amount of oil supplied: 

additive oil phase solid phase 

MC 0059 24.8 
’� 16-8 * 

ST 0.05 g 25.4 13.4 

MC 020 g 17.0 ** 29.2 *** 

ST 0.20 g 24.6 13.2 

MC 0.60 g 5.0 *** 32.9 fl* 

ST 0.60 g 37.9 9.6 

RS 0.05 g 18.3 
ThS. 13.6 * 

ST 0.05 g 23.6 9.0 

RS 0.20g 22.4 n.s.23.3 *** 

ST 0.20g 24.2 11,0 

RS 0,60 g 8.1 *fl 37.1 
ST 0.60 g 15.8 11-9 

KG 0.05 g 1.2.7 *** 20.3 ’* 

ST 0,05 is 23.6 9,0 

XG 0.20g 1.1 *’ 23.2 
ST 0.20 g 24,2 11.0 

KG 0.60 g 0.7 *** 18.9 
ST 0.60 g 23,6 10.9 



As mentioned above 0.6, 0.2 and 0.05 g of food additive provided 
with the but meal correspond to 12.4, 4,5 and 1.2% by weight in the 
water-free composite diet. 

The results shown above clearly demonstrate that in animals 
administered orlistat in combination with an additive according to the 
invention, the fraction of unabsorbed fat sequestered in the solid phase 
of the caecum was significantly increased (and liquid oil reduced) in 
comparison to control animals supplied with a corresponding amount of 
starch. Accordingly, the additives are aiThetive in reducing or 

10 preventing anal leakage of liquid oil. 

Using the same experimental procedure several OTC products 
containing additives according to the invention as well as water

-insoluble crude fiber products were evaluated in a second experimental 
series. To ensure a relevant, comparison of the products their variable 

is content of active additive or fiber was taken into account. Accordingly, 
the amount of each product added to the diet was chosen in such a way 
that all the test meals contained the same amount of active additive or 
fiber (0.2 g, 4.5% by weight). The results of these experiments are given 

in the following table: 

20 Fat content in caecuan in * of the amount of oil supplied: 

S 

2&2-
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OTO product 

AGLOCtJR 0.30 g 

solid phase 

20 *** 

FThERCON 0.35 g 18 
Starch Control 0.20 g 12 

NORMACOL MITE 0.32 g 19 ** 

METAMUCILO.4ig 17 
Starch Control 0.20 g 13 

POLY-KARAYA 0,50 g 20 *** 

Wheat bran 042 g 15 
Oat bran 1.60 g 11 

a  

Starch Control 0.20 g 12 

As mentioned above, the weight of OTC products indicated in the 
table correspond to 0.2 g active thickening or emulsifying additive or 
water-insoluble fiber, 

The data demonstrate binding and sequestering of caecal oil and 
thus efficacy in preventing anal leakage ofoil for the OTC compounds 
AGIOCUR, FIBERCON, METAMUCIL NORMAGOL MITE and POLY-

XAJtAYA. Moreover the results show as well the superiority of 
additives according to the invention, as exemplified by POLY-ICAJtAYA, 

10 over crude water-insoluble fibers, such as oat and wheat bran (no 
significant effect), which have been proposed in US patent 5 447 953 to 
improve the inhibitory effect on fat absorption. 

The compositions of the invention conveniently contain 1 to 300, 
preferably from 8 to 30 parts by weight of an emulsifier or thickener for 

15 1 part by weight of orlistat or another lipase inhibitor. They 
conveniently further contain from 1 to 500, preferably from 3 to 200 
parts by weight of corollary excipients for I part by weight of the lipase 
inhibitor. 

The compositions of the invention can be in the form of tablets, 

20 capsules or liquid fonnulations, that may be reconstituted from powder. 
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granules pellets, standard or effervescent tablets. They can also be 
formulated as chewable tablets or lozenges. Furthermore the 
compositions can also be incorporated into food preparations, such as 
wafers, crackers or bisquits. 

The composition of the invention can also be in the form of a 
commercial pack containing a lipase inhibitor, such as orlistat, and one 
or more of the above mentioned thickeners and emulsifiers, with 
instructions for its use for the simultaneous, separate or chronologically 
spaced use in the treatment of obesity or hyperlipidaemia. 

10 For the treatment or prevention of obesity or hyperlipidaemia, a 
composition ofthe invention containing from 50 to 500mg of colones or 
another lipase inhibitor and from 150 mg to 15 golan emulsifier or 
thickener can be administered orally once, twice or three times per day. 

A preferred composition of the invention is a chewable tablet for 
15 the treatment of obesity, consisting essentially of orlistat as the active 

ingredient and ofkaraya gum as the thickener, wherein the dosage is 
from 50 to 150 mg of orlistat and from 3 to 30 parts by weight ofkaraya 
gum or xanthan gum per 1 pan by weight of orlistat most preferably 
wherein the dosage is about 60 zag of orlistat and about 1.5 g of karaya 

30 gum or xanthan gum. 

A method of preventing the syndrome of anal leakage of oil 
occasionally occurring after the oral administration of or]istat, 
comprises orally administering from 1 to 3 chewable tablets per fat 
containing main meal, the dosage of each tablet being from 50 to 150 

25 mg of orlistat and from 3 to 30 parts by weight of lcaraya gum or 
,zanthan gum per I part by weight of or]istat. Preferably, this method 
comprises orally administering orlistat and karaya gum or xanthan 
Van in a dosage amount of about 100 mg of orlistat and of about 2 g of 
karaya gum or xanthan gum per fat containing main meal. 

30 The Ibilowing non-limiting examples illustrate pharmaceutical 
preparations that can be produced in a manner known per Se: 
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Example 1 

Powder for reconstitution: 

Orlistat 0,12 
Xanthan gum 1.20 g 

5 Sorbitol 9.91g 
AVICEL CL 611 1.20 

-Carotene 1% CWS 0.O6g 
Citric acid 0.10 
p-Hydroxybenzoie and methyl ester 0.15 

to p-Hydroxybenzoic acid propyl ester 0,03 
Flavouring agent (passion fruit) 0.13 
AVICEL PH 105 4.00 
Monosodium Citrate 1.00 
Saccharine-sodium salt Diu 

15 Total 18.00g 

An oral suspension can be obtained by adding tap-water to the 
above powder to a volume of about 50 ml. 

Example 2 

20 Chewable tab]ets 

Orlistat 0.060 
Harare gun 1.500 
Polyvinyl pyrrolidone 0.750 

* 

Sorbitol 0.970 
25 AVICEL CE-15 1,000 

Talc 0.480 
Stearic acid (micro-fine powder) 0.240 
Total 5.000 

80 The indicated amounts of athirst, buirwya gum, polyvinyl 
pyrrolidone, sorbitof and AVICEL CE IS are mixed and sieved. The 
tale and stern-ic acid are sieved and mixed with the above obtained 
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mixture. The material is than compressed to chewable tablets with a 
diameter of 2 cm and a weight of 5 g. 

ExampleS 

Pelletized formulation containing an emulsifier: 

1. Orlistat pellets: 

flnely milled orlistat 120 ng 
Microcrystalline cellulose 93.6 Mir 
Sodium starch glycolate 7.2 mg; 

10 Sodium lauryl sulfate 7.2 mg 
Th,vidane 12 mg 
Total 240 mg 

For a batch size o14 kg pellets the following procedure is applied: 

Sodium lauryl sulfate (120 g) and povidone (200 g) are dissolved in 
� 15 q,s. water. The solution is cooled to 10.15CC -i A. Orlistat (2000 g), 

microcrystalline cellulose (1560 g) and sodium starch gco1ate 020 g) 
are we-mixed -, B. 

Solution A is given to pre-mix B and kneaded. The resulting 
material is extruded to spaghettis. This extnidate is spheromized at 

20 700 rpm. The obtained cylinder-shaped wet pellets are dried in a 
fluidized had dryer and than sieved. The 05-1.25 mm size fractions are 
collected as orhstat pellets in dosed containers  

2. Emulsifier part. 

ttyoto sugar ester 8-170 600 mg; 

25 Microcrystaline cellulose 312 mg 

Sodium starch glycolate 15 mg 

Povidone 15 mg 
Talc 18 mg 

Total 960 lag 

30 For a batcb size of 16 kg pellets the following procedure is applied: 
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Sugar ester (10 kg) is liquefied by heading to 60C. 
Microcrystalline cellulose (5.2 kg), sodium starch glycolate (0.4 kg) and 
povidone (0.4 kg) are added. The mass is needed under cooling to room 
temperature, then extruded through an extrusion plate with nominal 
mesh size of 0.7 mm. The fatty extrudate is cut into pieces of 1mm 
length and the resulting mass is dusted with tale in a mixer. 

Orlistat pellets (2,4 kg) and emulsifier pellets (9.6 kg) am mixed. 
The mixture is filled into sachets at a fill weight of 1.2 g, corresponding 
to 120 ng of orlistat and 600 mg of sugar ester. 

Li 
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Claims 1?’ 

1. Orally administrable pharmaceutical composition containing an 

inhibitor of gastrointestinal lipase, one (or more) additive(s) of the 

group consisting of poorly digestible, poorly fermentable, hydrophilic 

andjor hydrocolloidal food grade thickeners and emulsifiers, and 

auxiliary excipients. 

2. A composition as in claim 1, wherein the additive is a poorly 

digestible, poorly fermentable, hydrophilic and hydrocolleidal food 

grade thickener. 

10 3. A composition as in claim 2, wherein the food grade thickener 

comprises methylcelluloe, xanthan gum, psyllium seed, ispachula 
husk, plantago ovens seeds karaya gum or mixtures thereof, 

4. A composition as in claim i wherein the additive is an 

emulsifier. 

15 5. A composition as in claim 4, wherein the emulsifier is a 
saccharose polyester. 

6. A composition as in claim 2 or 3 comprising 1 to 300 parts by 

weight of a thickener per 1 part by weight of an inhibitor of 

gastrointestinal lipase. 

20 7. A composition as in claim 4 comprising 1 to 300 parts by weight 

of an emulsifier per 1 part by weight of an inhibitor of gastrointestinal 

lipase. 

8. A composition as in any one ofolaims 1-7, wherein the inhibitor 

of gastrointestinal lipase is orlistat. 

25 9. The use ofozw (or more) compound(s) of the group consisting of 

poorly digeetible, poorly fermentable, hydrophilic andlor hydrocolloidal 

food grade thickeners and emulsifiers for treating or preventing the 

syndrome of anal leakage of oil occasionally occurring after the 

administration of an inhibitor ofgamtrointestinal lipase, such as 
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orlistat, or after ingestion of food containing poorly absorbable Or non-
absorbable fats or oils or undigestible oily fat substitutes. 

10. A composition as in claim   or 8, which is a chewable tablet for 
the treatment of obesity, consisting essentially of orlistat as the active 
ingredient and of karaya gum or xanthan gum as the thickener, 
wherein the dosage is from 5Oto l5Omgoforlistat and from 3to3O 
parts by weight of "rays gum or xanthari gum per 1 part by weight of 
orlistat, 

11. The chewable tablet as in claim 10, wherein the dosage is 
lv about 60mg oforlistatand about 1.5 8 of araya gum orxanthan gum, 

12. A method of preventing the syndrome of anal leakage of oil 
occasionally occurring after the oral administration of orlistat, 
comprising orally administering from 1 to 3 chewable tablets per fat 
containing main meal, the dosage of each tablet being from 50 to 150 

15 mg of orlistat and from 3 to 30 parts by weight oflaraya gum or 
canthan gun per 1 part by weight of orlistat. 

13. Amethod of preventing the syndrome of anal leakage of oil 
oceasioraaflyoecuning after the on] administration of orlistat, 
comprising orally administering orlistat and karaya gum in a dosage 

20 amount of about 100 Tug of orlistat and of about 2 g ofkaraya gum or 
xanthan gum per fat containing main meal. 

*11
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of their surface active and emulsification properties 
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RESUMEN preparation of These compounds (Weiss 
1972; Bobalek, 1977; Akoli and Swan 

Prcaradi. do stern de cldc. grasos con iscaposa 1009), however others excluded aoIvei conic emulslouopiIes alimontarlos 
y 

cvoluacldn do us preparalion gmedere of on, 1976: Rizzi proplededes .operllcislft 
y 

oniulslonans.t 
1978). 

sernIewtatateeime1odosktpeabc<sar.daideS- It was planned to use a simple i 
twdetaaaperdeacy8acarcsaaeb*cc.ta. preparation ot enlulsiliers trom sucrose a 
do tan usat oats budtc palmltcoydekosn ad Swexanare an laity acids (lautlo palniltic mid oleic) alFcte de sekeotes srgAJoxa Se cotpMn a dnntes acspe 
bkedelas%, s7.nyaa.0%esd’an,tomm, develop and Improve the method of the 
ycaio,rwe.maia of sucrose esters. Therefore. It was 

OF, lot prcthsetos S. evsu&oo no balances bk*atIo.IahIo modify The method of Heesen It an, 
*1 LO), sue propiedadee de Iensa superficial e Interracial ad pmparalian of si_cross sn,vlsiiiers (I cmo SO oslabipidad on en,uIsiOnes. Los rOseItoos costraron 
quo ostos osteses ja escaros, enjoi pcpieedee well A reaction) by replacing the expensive poiy 
Its do an comçusstos p.eoarsdoe cceiardsimsr’w the cheaper tucrose which consi 

PALASeAS-CLAV: Em&sfonanta ofearai . EsXarn S 
gmsce cen sars,csa - PraIedadss ameI.branras . pro- - 

PSedes sup is 

SUMMP$Y 2. MATERIALS AND METHODS 

Prepaellcn c4 S Itrc.e say acid a Iced sintifisi 
2.1. Materials end evaltlion Of Ihr aurlace activ, and snulscason 

PropertIes. 
Pure sucrose was supplied by Sugar and 

Aeftes method separafion sucrs s4tess from say
 

Interpreted Industries Company (Egypt). All fatly 
atlas and the least e,eeeise Sucrt and been conducted. Fatty acids, solvents and chemicals are high purify gids 
acStametylautc.palntaw&elrrepsFafc.i (BDH. England, and MERCK. Germany). 
IFS meataenoa oforsycigama eciseFt neds arnOSJn*Sc 
to 583%. 87.5% and 00.6% tor s.Jcrcse estee Ci IaLIsts pswhale 
end sete ware oblFad rpiwely. 

The preducts Er0 evalealod for men hydrophIle-lipCphlls 22. Methods 
talattee lhLSh, surface oni Interfodal I Se SªO IS pNeFttO5 as "it 
as euiul&on etebillty. That ... in shc*Sa that base sucrose 

� 

preparatlo., of sucrose esters (SE) 
esters exhibIt deer Sopi as hose of ’ho commerclt? 
pesarSccmpc,in. Sucrose esters having diierent rally acid 

moieties were prepared accordinig to the method of 
Kay-WORDS: Ernuteillcsliam propeFlies - Food eFflFiz,ies’ 

- Heesen elaL, 1976) replaci,g POReasmal elti sIxnoSS 
SLuc,o,e allyaod asters - senate adJvsprOpet*s. 

as a moduloation of this maillot), Equimoleoufar 
amounts of pure sucrose and fatty acids (laurlo, 
pall and oleic) were reacted together in prosetic 

1. INTRODUCTION of the in and prepared sodium Soap (catalet) 
amounting 1020% at the total weight ci sucrose. The 

Emuisifiets aXe içccted in tcm.gea lot 51* uca ii mixture was heated at ’00 t under nitrogen while 
pard; household dGWgen smGtt ar tamcaKroai the oonslthªents had melted. The temperature was 
products. Different methods of omuisilier preparation increased to ISO C irder radi presslJre (O mm Hg) 
were conducted in to presence or absence of for IS hours With Abdul sliming The reaction 
solvents. Toxic solvents were usually used for the products were dissolved in an equal quantity at maim 

1,)C .... o Supedor Ce Invesligaciucea CwhFrflcas httedIlrsassteIFeS.rensttha I’ll 11 
Llcancte C restive conasoss 3.0 cap" by A) 
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butanone and the soap was acidilied with 3.5 pats 
by weight of lactic acid per 100 parts of reaction 
product. The non-estoriliod sucrose and excess of 
lactic acid were then eliminated by two successive 
extractions with distilled water at 70 t. The solvent 
was then removed under reduced pressure to obtain 
the final sucrose esters. 

Analysis of the sucrose esters 

I) Purity 

The purity of sucrose esters was calculated from 
the sapeniliostion and ester comes At the produł as 
(oBoes: 

Ester value 
Purity % -x 100 

3. RESULTS AND DISCUSSION 

Purity. surface Tension, intertacial terion 
hydrc4iile-lipcc4ile balance (HLB) are reoordt 
Table I. The purity of the p,othjct goneMi corn 
with the purity 01 most of commercial ernuis 
(Heeson GI at. 1976; Rizzi and Taylor. 978) -
results also indicated that surface tension of so( 
laurels and palniltate were almost the same 
(JAZZ and 53-2 dynesfom respactiveiØ, how 
sucrose cleats exhibited lower surface lensicil I 
dynes/om3). Conversely. Inlertacial tender 
sucrose oleate gave an anomalous value 01 
dyrles/cm3. This result could be attributed IC 
presence of cmsatwated laity acid moieites If 
and the t,ydrophluo carbohydrate backbone ir 
carbohydrate polyesters (AIcci,, 1992; Akoh 
Nwosu, *992; Onmec at at, I 996. With releren 
Ihe HIS value,. sucrose laurate and nain 

and 

sI’owed HLB who of to and 5.8. respectively. 
Ester value is obtained by subtracting and value however the sucrose oleate showed HLB value of 

of the product from Its saponiticalion value- 3.8. The differences In HLB values can be attributed 
to the dilforence In fatty acid chain lengths (Ebeer 
and walker, 1984). On the other side, HLe value of 

.i H4rophuo.JjjopjIIe balance 
(HLB) 

sucrose oleate Is a good indication for its potential 
use as W/G emuison, Mlilel on the other hand HLB 

- 

Hydrophile-l’pophile balance of sucrose esters values of sucrose laurate and pelmata revealed 
were calculated using the following equatiotl of their capacity to stabilize 31w emulsions Akoh and 
Or (1065): Nwosu, I 692). 

Saponification valve Table I 
HLB-20(l  

) PurIty And surface aclive propertIes of the 
Acid value prepared aucrol. fatty acid estera 

S Sufface and ThtertadaI tension 
�

re 
’’ 
on-

 . Surface and interfacial tension of sucrose esters s cs. we 51.5 0.2 81 

were measured according to the methods of Pk 87.3 53.2 84 6.8 

Alexander and Hayter 1971) using CSC-DuNouy wiiivow me 60.2 21.4 31 

lnterfaciai Tensiometer Model 70545 (CSO Scientific 
Company Fairlrax VA). txaa’sswaaaS�.e’aaf Inc 

te- 2011. ap1ntIt eaaNl&ftnd ,akwII 

4) EmuIsio,l siabiIiiy C2erationaily a stable emulsion is one that is very 
slow to undergo the various processes "fobresuir 

- 

The abiLity of sucrose ester emuisiflers to stabilize in the separallon of or and water phases. In addition 
oil Ers-water (CtW) and water  (11410) hood Q,v4 and W/G emulsion Mablity is illustraled in 
emulsions were measured acceroing to the method Fi9LJres (1 and 2) showing that sucrose iaurate and 
of Aldoh (1992)! using emulsiliers at 0.5% palmitate have high OW emulsion stability 30% and 
concentrations and emulsion stabifty was measured 40% emulsion separation. rsspectwely) at, 12 
otter 0, 2, 4, 8, 12. 24 and 48 hours at room hours. While, sucrose oleate on the other hand 
temperature (25 O) for OM and at refrigeration en,ibjts low 0/W emulsion stability 905% emulsion 
temperature is C) for WJO emulsions. Appropriate separation) alter the same period Conversaly, W/G 
conirois with no emulsifier were upon emulsion, stabilized by sucrose oleats has more 

As results are the mean of have bonoo,Sfll varies slabily jess emulsion separation) after 12 hours 
otherwise two other replications wore tried to achieve however, sucrose iaurale and palmitate give less 
higher accuracy stability more emulsion separation). It is known that 

ici Consejo sUpor do I,westgadesee C,entrflces Mlp:IIgr?oaysaeila .r0ai2l55.(C.e7 
tic. floe Caeliv* co.’,s,oss 3.0 Cspats iby-nci 
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ALB value of an ernLjlsLfierternnines the err,Ltion type 
(W/n a Way) that tend b be formed, whereas low Hi 
Vi (ranging from 306) ma promote or stabize W/O 
emulsion, whips intermia(e values (ranging from 8 a 
1  y can stabilize Of structural (Griffin, 1965 Akdi and 
Nwosu, 1992; Parlal el an, 1987). 

� I 

Firjre I 
stability 01W ern.uIaio,,s as a function of Lime at room 

temperature Its CCi. A D.5% simulsilier 000aseltatlon was uss. 
Cont!S 10 emulsiss. 

� a 

an 

Figure 2 
Our ity, 01W emuisiont as a tunnti1 of time at retrigerseorl 

Is.nrraIu 11 (4 as  A 0.5% emei&fie, canasrwaton sass usel. 
Oontroi no emulsifier 

Generally, sucroso esters of fatly acids are more 
safe than those of poivalcohol derivatives since the 
sucrose esters give no toxic anhydro compounds 
(Hessen of air 1076). In addilion, the physiological 
properties of the sucrose esters are unique! since 
they are nontoxic, odorless and tasteless. When 
sucrose esters are ingested, they are hydrolyzed to 
form normal food products (Osipow at at. 1957; 
Calahorro at a, 1982). 
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Fat Replacers 
A PUBLICATION OF 

ThIsScienljflcStatus 
THE INSTITUTE OF FOOD TECHNOLOGISTS

EXF[RT PANEL ON FOOD SAFETY AND NUTRITION 

Summary addresses 

key cliaracterisucswarene, 
or 

adveras affects or excessive and coronary heart disease (A HA  191%; USDHFUS 

and nctions or t A diery rat inalke is VirtuaDy 1988). The 1995 Dietary Gutdeihts (USDA and 

Consaquesitly, health conscIous indfviduala 
USDEIMS. I 995) racopnniend limiting totaL ran in 
lake to no mole than 30% 

or 

daily erscty intake, 
replacers, nsodlIelng theft dietary habits and eating less rat with Saturated fats no more than 10% and An,  

(Miller ajad Orozials, 1996). Consunser accep- 
runsaturstied and po]yusssaturataxl faa account-
tug For at least to thirds or daJ ly rnleuy, iit. 

tance or any rood product depends riman taste� Coceorner surveys indicate Erust 56% of adult 

the most important sensory attribute. Although Americans try Plot fat Intake and many sletw 

cousunters want rooda wi(l, minimal tote rat an 
inlenat in trying feeds containing far replaolte 
(Bni]sn eta].. 1992). A ajrtey conducted by the 

calorIes, they also want the roo4s to taste good. Calorie Control Council (CCC. Atlanta, Ce.) round 

Because severe] reeds rorrnulated with fat hat 88% of adults reported torususnlng low lAt in  
Priced fit or fat free100th and beveragre (CCC. 

replacers do not compare favorably with the I 996). Alrhough fat Intake is declining probably 
flavor or Call fatcounterpane, It Is d]tflcu]t for due to Ihe Increased avadabi lily of 1(5w- oi,t re 

some people to maintain a reduced fat dietary dumb fatproducts and le.an toasts, fat conSIJmla-- 

rtinienL Food manuracturees continue to 
lion is panicthan Ihe retoniunended liveR and 
the preelerwe of the population classiritd as over-

search for the elusive Ideal rat replMer that weight Is LrwreasLng {Frazao, 1966). locds formu- - 

aeles and fwx–ions ike conventional rat lard lith fl rcplacets rr an enjoyable alte,ivat lee 
to familiar high-fat Frod,. By choosing these ’Far 

without the potential advers, health impai native feeds, health toreciocae M115UMU-1 son ebit 

This Scientific States Summary briefly reviews to ,,,FIAT, basic food selection patterns Clid rIioPc 

key charactnlsdca and ftittctlons of rat replacers 
easily atilicre to a be, farduet (CC C I 956)-

CASIMIR C AKON,Fat tosy OF replaced in food products by trcli 
ar 

a 
that e commercially available and a any 

Ph  D, 
tonal rcthnlques such as substituting water or 

aiAUFN
 As 

r 

a, A suel NOT are under development. for Fat  using lean nneets In frozen entrØes siclen 

CXe fo’. 
tncilk instead or whoLe an,i Uk In rroonn desatri 5. and 

Je1atecn ci rea scierce aunt Rationale for Fat Replacers baking I iietead of rrylg for cnanufactu ring or 

TraMells trvdy if DoMa had component, fat rontrlbutct key aen- preparing snack roods (CCC, 1992). Fat lie, also 

sory atnd plwaiological Iseneruts. Fe I contributes to he replaced in rood, by rerormularing the buds 

. 1kN cis . 
flaRr, or the consUl nod perception of mouthicel with lipid-, protein-. or carhohyd rale based irsgn’ 

taste  and aroctna/odor (Ney. pad . Pal also - dicnts. cndia Madly or in con*int3on F , aa unplar-- 

I chutes to cream lnes& appearance, palatabIlity, alt represen I a variety of chemical typos c’ lrh dl - 

texture, and lubricity or foods and Increases che sates runctional and sensory propt’nlI(et and pinyrci 

feeling or satiety during meals. Fat ran also Face oloejcal eftts. ThbIe l� llSn the gtneral in,,, ction nil 

Is the nnosl contentratiel source of en-

incseascd risk 

A ddsioaal readil,y;AkoiL 1995a,b; Ajlz 
alit Hansea, 1g94; CON , 99�; Owalielt. 
1995: Oiese. 996; Uat and Lee. 99l; 

Haifl9aoid eetflt 19Ba; Hasst boa; HaIjam, 

lSflO;LaBarge, l99B;RdInitJoees, 996: Stern 
and Hennsaf.i.Zaidªnss, HER  Swansen, 190�; 
Uon&veen arid Oinisi,ani 992. 
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Fat 
Replacers 
00 N T I N U E D 

Typos of Fat Replacer; 
The terms and deft nitlons used to de - 

scribe fat replacars vary nrung authors 
are] are often rnrift’s leg and misun der -- 
stood. Fat replscr.rs chernice lly resemble 
rats, pJ.o it, irrs or carbohydrates and art 
generally categorized into two groslF�fat 
substitutci and far rn inletles. 

Fat sreb,tirrjiaa are rrrauornolecules that 
phastcaliveerd chemically n,scmhle trighv-
anties (conventional was and oi]s) arid 
wli Lth Cs n theoretically replace the fat in 
foods nra a o,is -to- on, , gram-for-gram ba-
sis. Often referred to as lipid- or fat And!
fat replacers. fat substitutes are richer chem-
ically synthesizad or derived Foin ronven.. 
rental fats and oils by enn1atic unable 

�tiorl. Many far substitutes are stable at 
making and frying temperatures. 

Parr rnimeiirs ale so bsrmnces that I He  
rem &Mrre4cpck or danced propertMs of 
triglycerides but which cannot replace rat 
In R one-tn-one, gram for-gram basis. Fat 
numericl. oftarr called protein- or carho - 
hydrare-based Eel replacers, are common 
food ,:rsnarltuents, e.g.. starch and crllu-
lose, but ralay be clicmaically or physically 
m,d,],I(I to mimic IIre tuner ion of fat. ’tise 
calurit value of fat lnulrterlcs rarrgw from 
0-4 bce Leg. Fat nrimctics ganerally adsorb 
a so hetenr Lal amount of water. Fat mimrt- - 
AS ore and suirsb3e fox fry5er ol boreure Orb’ 
bind cerwaive watcr and denature or ’are - 
malice at high temlxret cc nra. Marty fat rot- - 
me tics, however, are suilahlr for baking 

red retorting. Far Err heretics are general iy 
less flavorful the n the fees that the mirriet-- 
ics are intended en replace; I hey carry 555-

�Icr-soluble flavors but not had "I’ll
flavor compounds. Successful incorora-
ton or lipophtlic flavors into foods that 

are formulated with fat aeimetics may. 
nirererol requ ire emuleitiers. 

Far Substitutes. The ct,nfl 
developers, and key sourcal of several syn- - 
thee IC fatty acid -based and Ipm- two r fat 
substitutes are I isled In Table 

Foreose Tarry acid potvesrees ale oils-
urea eafsucrnae esters torrmed by chemical 
rannesterificati on or inrereseeriIrcation of 

sucrose with six to bad fatty show  Trens-
estcriflcen inn is lee ercchamnge of en atyl 
group or radicals betwnmr an sister and are 
arid alcohol, or an ansi nn. lntc’rescerifica-
ion is the erechange of art acyl group or 

Carbohydrate based elaire lesdsture retail staling 

brown based Tea tileS 
Lipid based Te4urile Rheeide Oxide bad trisQirS5, esseet 

and 
dressing LIN based tmulsll prov* masathfeel. bow fieveraets 

Carbohydrate based Increase viseoty protide moothitel. Lealurist 

Often based lexluriee, pras4de mmvlhleel 

desserts had based Eleffllslt1 teelerite 

Cerbohydrate based lecrease viseosily leelerile. listed 

Prosaic based lenience, elabiaee 

lies madming. Lipid hosed Proebo spreadabilily till pravide havoc and 
Is. bonIer posenclay 

Cerbohydrale hosts Preside mnolhleel 

Praeie based leslerize 

linsefy Opat based Enasisily, tenlerize 

Carbohydrate based Provide moeiseel, lenosrise 

Prrlein based Pravide mattbhretl. teoterile 

read meal predecls into bast  Wholly teetharize pravide esautliteti 

Cerbohydrale based Increase water lloS]ireg capxi Saeutffis peceide 
mnovhleel 

Protein based Teslurize pruvide tnnethleel waler iselgirs] 

predIcts Had based Pteeide fil, body mtajlhletl mad lenten: 
stabiiief iraeasO avenue 

Carbohydrate based lecrease siscoe ly. thickens, adiji. slebilize 

Ptnlein had Stahijes emelsify 

saotes. grades Lipid bass Pnsve motatisteel aid till 

Carbohydrate based Th"cks, preside meoffireel, peetortee 

Abdul based lenIence 

yrudeels Lipid bass Emelsify. preside huts, 

Carbohydrate based Teehiriet. aid IsemLeslrta 

Prelate based lealerize 

radicals between two esners. The ru 
cralae el,esrerccaceeaonly known as 
olcstra (OIsrane. Tire Procrer & Gamble 
Co.. Cincinnati. Ohio) is onantefadtured 
from saturated and unsaturated fatty 
acids IF chain length 011 and higher, 
obtained frono convenl lonal edible fats 
and vegetable oils (Akoh, 1991; Akoh 

arid Sisarison. lSW) Rizzi arid Tailor. 
1978: Shjeh neal., good). 

The first step of it,  protcas in I’ll rs 
Id rolyang and rnethylatt nfl fatty acids IS, 
form fatty acid nne(lsyl era. �ihe rarer,: an: 
added to sucrose for {ranscslceihicatireel or 
to sucrose odaacetate for ,it,  innecretarrifle 
using catalysts, such as alkali 
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zms 

thuracefe. ijnde.r anLdrous c000IFIoos 
,,it htgli vaeuum. As for vegetatsie odis the 
"1 Flog crude oliotra procLur.] Ii purJtied 
In sehing, bleaching, and deodoflzing to 
moove free fatty acids and odors, foLkjwwJ 
by distt]]ation Co renlove unrencted fatty 
acid mMhyl ustem and suercec esters ssqth 
]ie degrees of fatty acid substittitton. Ole- - 
sire is sleFred by specifications ’hot to 
dude the htty acid contpersicion and dc 
wie of esterificattont (FDA. 1995. Use 
On of fatty acids teed to File nianuthc-
cure ofoleta ultimately gosrs die had-

- 

tione]t]y physical proprrdcs, and potential 
appi icstioos boom ,(I Swanson. Ill  

Obtra is approved (FDA. I99e) for 
repiscirig no Lu 100% of the cooventiona] 
III in savoty snacks (Le.. snacks that are 
Alto Or piquant but not sweet, such as go-
taco chi1e, thence puffs, and crackc,wl acid 
for fib -i uig of eavory snacks. Otewcra (Fio. 

is otst absorbed or oieial)Ol izerl (Gross-- 
Iran eta]., 1994 - Mattson and Noien, 
1972)  and is noic- ealouic because the large 

I 

- Types of Lipid-bsid Fat Replacers 
� - eeJ iii P F M IS ’F 4] aI 

� 

Swose poiye5tars. St’,sse poiyast& of 61 fatEf area The Procter ",We Co. (Cincinnati. 
0geeC rJE,in. C Aids One Genrqis. Mhsns). L 

B Swanson ttbshington Slate lIni’e.. 
PuLtmae), Urdleete (London, Enand( 

Sucrose ’uhf acid asters Sucrose with 1-3 Any acids battijhithi Cttmitsl America. IN  
to  Do, hitKtigwSSaka Ce., 
(Kynfl Jaisrd 

lrehalas& raffitiosa Carbohydrates fatty acids C. Akuh. B. Swanson. L)sece 
stNl’jOle psslyestmsladdo Inc. (Rdejwstet N.f) 

Stobegrin Surt’lnl nerShol sdsyidss, nnr food Sc*ncd. or  (NX 
tan, acids 

not 9yeoside poiyeslres Al gi)cis, laity aods C. Akcth 0. Swanson, Curtice Buns. Inc  

Emtdsifitrs Mine. and tencyigiycanis, MahtiIAe decalopers sad sources 
sedlim stesroyl- 2-lactylate, 

eshin, sorboan mtoiLbd5tt 
ptnp3it,e gcni ,lnonn  am diastets, 
dece4 tanlarit acid astens 

Medium chain C�-C1O fatty acids dEC (Cniumb.is, Ohm), Sagan Ce. 
triglycaides stalmooP. N.J.) 
Caprenii CB ;0. C1Q:o. C22  fatty acids The Prtctac & Gwiihie Co. 

Saleirim iBeeatst" C2:O-CI A Cho 0  rutty acids Nattano Adds Croup comandany 
N.J,(ICijilnr F)d Stieecm. Inc. 

Oiaikyl Fatty sicausi este of fritn-Lay. N Ni. Tanat) 
elnaiqhphahyesce ntaqdctkjlaelsrecxids 
Estwthed impol Pnjetller pdyul. fatty area pi0 Clitmai CA Vital. 

Dei.}/CPt In afflnt’sneII Be St AIM 
(newc%id Cliffs. It.].) 

TnbikOaytricarbaiyiate. Pot$abonyhc acid CPC intenetintial 
tnieLkoxyeitrale astarihed On fatty snteis 
nrialkoyycerjis]her 

Olestra ntis, cause Al era]tpbig and stair, with ’staurun A coniperwates Far oil  
For, stock, Otesirs It the atmorptiren his effect on the prunitn,win A halt of 
ofeoine wiansins end other nuh*nts. Uta- carAe.00uds. Otesta does nod siginyic2ndy 
nnins A. Ci. 0, and K hnse been added  TO e&sr the sbnerpt]on of oslier nristronuni-- 
ti,bel unattrnei]t is tnrended to inform con Oak saieh as carboerjifrates plsitci.ss. or Wa-- 
run se.. LOO pc4ernttnl gecstroinstthnl cU tetsolub vitajoinsand roincrade. 
Iacts and the addttion or vJtaurdns to corn- A series oIl 3 studIes that were part or 
tnsaon forn1, eflrxts eAolestn out is,ip- Inc 3ese2rch proposin to aeaoss the poten-- 
tires of vitarn]ns A, D, B. and K. ’nan coneen- tin] for otestra t" mw pbysiologJcal and 

rrodnodvieannfranA,D L,eoeIesa1rod nunrkicns)ctftrtnscs pubfsshedinAu-- 
I,, scipptunwntatlon in okstn-ntoJnIr gust 1597 in a Supenienit to the J,uu,sal 
foods and 034 X RDA fur vtta,rdn Al 11* ofNult’IeIo,t Cheskiui e.t al. (I OSB) report-
_____  edthatadInstant, 

CH2OR congimption during 
one sittinB of potato 
chips made with .11 
sL a was nut associ-- 

RO�Xilleal 
tariffSir’aced with rental 

OR inttdence or severity 

Polyester fOlesma or Olson  le Giacspjranntyl L of gastrointestinal 

21 - Futxae4utstiotide inkagel I syo]ptorns. 
I (ii approving 

I otestril. the FDA 
I n 

Re4 Salo ufrutnyafida 

) 

I 

Fig. I - Structure of ciestra. 0 that -based tat substitute 

concluded that otescra is not tt carci 
noeoic genoloxic or tci’arogeoic. ]I 
safnty issues were ar]dressed; nd L hem is 
rnasonnhie cereal city that no hi ron will 
resuLt from the use of ott’stra In,,,,, s 
snacks (I DA 996). The approval of 
stra. however was contaiversisi. 11.1 
Center forSciencc in tho Putdks Intnn 
(OSFI, shiogtoi]. D.C.), an sdvc,raey 
I’d nducatton organIzation. pubticized 
opposItion or, iso basis or severs] at Lrga 
tions. t nciudtng gnstrointcsticml disiur 
Ni petitioned the FDA tire pi 
approval. Despite the controversy and 
concerns, howei otestra does dcnnceui 
strite ponentiat to benefit sonic segments 
of the popu]at Ion. For encanni. replace- - 
bent of convontiontal fat wt tic olesi nt coal 
be,aeftn peop]e at high ,’Isk of coru.euma,’v 
heart (he obese indivttJosta. and 
,(wer patients by helping hold to ]uswcr 
natal fat intake, lose sseight. acid goes1 lily 
kiwer blood rholesnerOt knele 0cianms It 
at.. 1991 Crouso ,it Urinal 197l): F,1111 
,to  1976: bill  1979. (083. 
1994 ; Gross,oan cc at.. i 004 Crundy I  
A. ISM  Jandacek it RI.. i Oib): FIJI 
end Janclecek. Iii  ilast na enList’ 
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Fat. 
R.ephcers 
00 N I I N U E D 

inn cita not appreciabLy affeet the stroll, 
toriurntratlon of he -density lipoprcatem 
(HDI cholesterol (FDA. 19%  Grsn,att 
,it III  Melllctetal 1983). 

Sucrcec htiy add eater, SEE), a 
,,ad category Of fat substitutes, arc 
ntorao-, on  acad en-estee, at sucrose with 
felt) acidl made In a mail ncr sLen Liar to 
acLeroic pnlyester (Osipow c.t al.. I 
Unlike olest a, with a high degree I fatty 
acid substittitlon/esteriF,eation, SEEs ale 
easily abao,ttd and hydrohzed by diges- - 

Lit isnd ate, thus, calorIc. The 
bilanre. in SEEs of fist to sewn free he  
droteyL ma lm with one to th rce fatty 
find calera results in hyd ropisil Ic. and It
popli LIt t properties and, tient, etertlient 
cn,utailirat]on and surfactant fonttlaI -
iiy. SEEs ate approwxl (21 CFR 179.859) 
in the Ur,ired Slates Can use as ectiulslfiers 
and stabilizers in a variety of food ate- - 
goritts and as cotttponcnts of coatings to 
retard ripening and spoilage In several 
types of fresh fruits. In add itiott, SHE are 
effective lutiricante. anticakine agents. 

to withtsiand frying tesnpemtunrs. 
Sorhestriti, which is not ytt eo.ssn1erelaL 
ascillab, is ititendod for relacc,n(9)t of fat 
in salad dressings, baked goodt. and frying. 

Alkyl glytusitic pnlvesteri. Such" 
methyl- or octyl glucde Fe Ity acid 
polyesters. may be used to rtplate cott - 
sent ional fit in food fortnul at Ions 
(Actolt, 1984). These iaoo] arty cc’id es 
on are still under development. 

Iereeokfflea such as surrose fatty acid 

eaters. mono- and diglyterides. sodium 
search . Z-laetyLata. lotititln and potygly 
cerol esters contaitt both hydrophilic and 
] ipophillc propetties tilt enable the 
en,ttt4ter to stabilize the I nttrfate To  
tween fat etid water droplets through Ity- - 
dtogen boneijog. By acting as surface ac- - 
isa tnoleeults emulsiriets can teplate lap 

to Stoll of the fat in a formulation (GtC 
1996). Tlary eiso provide and stabilize act 
ation provide lubrkity. complex sshh 
tsatch interact wIth protein. amd,fifly, 
ttyetallliatiori that’acterlsdcs or otramt fats, 

tured from vegetable 0111, such as coro- - 
ttut and palm kernel oils, by hiydn,lfsls 
follo’ved by fractionation or the rtuIthtg 
Ferry acids to rotitentrate CS and CIO 
fatty acids, and reesterilical ion wIth glyt- - 
erol to Form tdgLyosridcs (abayan. 
987; Bach It at.. 1996: Megronsla. 1991). 

The elite,,] strLtreIaee of MC’Jt results 
itt fueatt lonal ptopert lea that are tI]ffertnt 
fro,it conventional fats end oils. MCI’s, 
whit h ctntaiit saturated Is i ty atids. art 
stable at be miummosse and do not 
really unde’o osldation (Babayan and 

asenau 1991). g1CTs art also stable at 
tome peraturea as low as DC and rentain 
clear and nonvlscous. MCT5 art mol’e 
soluble in enter dwin long chat n ulgLyc-- 
critics (WT). MCTs. which providt 83 
kcal/g ate cotttntcrcially available on the 
Was of GRAS self determo instion , They 
em used ro rep)ate initial vcwtabe Js 
it, losv and rccluced-caLodc foods: to 
Sony flai. colons, and Vltatni ns; and 

g 

S U M M A R V 
zb 

to provide goo  prevent stitking on 
mutant .... y products. 

MCI, have he.en used cimicaIly since 2 
the III in enteral did parenteral slieR 
or Individuals with had absorption. di U 

gettion. as tratispor] disordcrs- MCI’ arc 
metabolized differently from l.Cli (La-
Barge. 1988) , Mcli are absorbed i rttaet 
into the Intestine at asic rarer acids. meSIT 
Out the need for enzymes or bile salts as 
Is required for I Cl  metabolism. MCTs 
and to serums alit and are trans-- 
potted to the liver via the ;a, fat syste,tt 
eathter than the Lyni phatic system. In tTmt 
two MCTa are oxidIzed to ketone bud-
es. Although MCI ate not a source of 

essential fatty acIds, they are a source If 
readiLy absorbed rapid]y uttLizabla cmaer 
AT (Megtetnis. 1991). MCTs are less he  

ly than I .CFs to be stored t n Kinds, I,- - 
sue. For these reasone,. fitness enthusiasts. 
body butLdtrs. and runners, in particular, 
rose use MCTs as an tncrcv butte. 

capry]ic acIds are ntote readily tnete bn- - 
teed than outer longer thaims fatty acid. 
eaprenin provides only S ktallg. Cape -
nitt’s Iliactlonal ploperties ire sImol ar as, 
those of cotta butter AS, resull . caprt’nhtt 
is suttable For use in soft candy arid (onS 
f,,-tice,erv mailnes. The Ptotter& III,re-

long diem fatty acid l]rolontinialIiiv 
C18 0 stearic acid) randotnlv attacttad to 

0"2-0
 
0-0’

0h2�O�C-8 or 

MOtreal 

SitetFather

ite Of Seutlased i. ipida 

4. art it let st-ttsaits. cesium-c haiti. 
itrtthaia fatty add, reseatlist’y. 

The posditt’  4. as
 I, 

materflenabie. 

Fig. 2 . General structure of eteuctursd 
trigiy asides if FOCUTECHNOLOGY 
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the glycerol bar.lthone. Boars�short chain ing and frying. EPCs can be tailored to kca]fg. Formulation with hyd rated gel 
acids have a lower r2loric value than produce specLflc uoI  properties forms, however, enables calorie redue - 

lung chain fatty acids and because sLearic (Harrigan and Berm, Iri and are as- lion: for example, a 259(s had provides I 
ericl is offimmonway absorbed dsecaoci. pected to he low at caloric value due to keal/R. Siniplesse provides fat like
,also of Salauim I only 55% or 5/9 the their llpaae resistance. ErOs are not you treaminese in high- mnisture apply,  
value of tonveni k,nal Fars fStni lb at or  commercially available. Ions, but like other proteins it tends to 
I 391). Developed by Nabisco Foods Group Trlalkeaylricaftolly)ate (TATCA). in  mask flavor Sitnplesse retains the Iiiolog 
(Farsipparty, NJ.). Salatrini is licensed to alkovcltra to flAG), and trialkog)yeeiyI ical value of the protein used and, Iirnce.. 
Cilior Food Sdoipst which &sbl] the ctss WE/ 6cr pol3cstbesylic adds any antken lc/allerenit properties of the 
brsetcl same Benefate for manufacture with two to four carhoxylic acid groups protein hGernotiff, 1995). 
arid talarketing. FDA accepted For fifing in esterifled with saturated or unsaturated Carbohydrate -based Pat Mimetics. 
1991 a GRAS affinnation petition sul)eaalt- alcohols having straight or branched Carbohydrates have been used in Some 
too by Nabisco Foods Group chains of 8-30 carhon atoms (Harbor , Foods for several years to partially or to-- 

Salacrini compositions with differing 1985). laause cii., ester units of thesub- lally replace IN  Digestible carboJsydrsles 

amounts of SCPA and LCFA lsrnvide se stantes arc reversed from the cone- such as ,siodified starches and dext’i,’s 
ccl functional and pIieaI properties, sponding ester present In triglycerides, provide 4 kcallg, whiLe etond lgestibhi 

e.g., a range of melting poino, hardness, these compounds are not susteptible to eo’npIe carboltydrates provide Few all 
and appearance. Salatntn was designed con,l)ltte hydrolysis by lipases (Hiso- rica. Many tarboli)drates serve as thicken 
for a sariety of applications. Inaclud in man,I. board. Ow synthesis eastern  eca or llind acnn in loot Crime 
thocolate-flavored coal Ings, deposited tional properties of the polyearboaylic starches, pectin, edlulose. Inal other car. 
chitse cararnels and totyeeve fillings and acid esters and ethers ace described by bohydrate ingredietsls provide sense OF 

i If usions For eopafewtionery and baked Hamm (1984). A U.S. patent {Harnni. the fonts Ions of fat to foods by bind tug 
goods, peanut spr eads. savory dressings, 1985)  fur the polyrarbo,Lyl Ic acid esters water. Troy also provide texttlre. mmii 
dips and saucas, and dairy products such and ethers was assigned to CFC rnterna- fl arid opacity rydefe, Saidd. Cut by,  
van .. cream, frozen dairy desserts, and tlonal. TA’ItA. ’I’AC, and TOE We not yet tips. syrup solids, and high istor,s 

citsase Kosmark. 1996). Si horv- commerciaLly available syrups are esed as fat replacers in many 

Cr, is not suitable for frying The first Seda � Protein basedPat Mianetics. Several fat -free and reduced- fist cookie, to cot.-

I rim prudturt. ISenefat I, was developed fat replacers are derived from a variety of Irol water aclivity (,) . Polyols such as 
prietiarity to replace osn,a butter itt con- protein sources, including ee. milk. sorbitot and otairitol as well as Cruttmh 
fectionery applications veto soy. &[,(I, and wltear gluten. So,ese gosatcharides bay also Or used to control 

Walks,! thAexadccylmalvnare (DUM) of these protein based fat mimetics am a,. Fat-Iyee salad dressings conlain ’In -

te a fairy alcohol dies rbo,tyl ic ,in ester �eslcropardct,iatrd (sheared under heat) to than guru and careageenan as stabilizers. 
If oulaidel acid ansI islkylosalonic a:id, fnonnsicroscopic coagulated I at To  Csrtstlsy draw -owed fat old octies as sot 
synthesized by reacting a malonyl diha formable particles that mimic the mouth- suitable For Frying but can be used as or 
tide wild, fatty altohol. Aikyl halide, in a Feel aetd tevture of [at. Scale fat mlmefica barriers For Fcylng and for bakitsg. 

basic solvent may be used to increase the ale pmtessed to modify other aspects of Curds an, high risolecular weighL Itegs 

molecular we5ght of DDM (At’tz and itigred lent Fund ionality, such as waler holy -charged carbohydrates used as ilslck-- 
Hatssen, ] 994) Fyieo-Uv, Inc (Dallas. bind inc and eenulsiilcation oroorrties.Al - eners to Increase ’iscoaily at cotteent I a-- 

infamous not di rested or absorbed, It is 

(sntrate by is 
lion procese. 

nperatutey pro-- 
mimetics are 

Is 

’nod Cliffs, N.J.) as a replacentent for require frying. such as baked goods. dips, oxnmory used 

and oils in a variely of products In- frostings, salad dressing, mayonnaise tbnal and serto, 

ing Frozen dcsserlt. salad drtssings, margarine, sauces, and soups. The calor- preaylatftdzsd or 

A goods, and spreads and for cook- on value of Simplesse on a or  basis, is 4 generally perfon 
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SCIENTIFIC STATUS 

Fat 
Replacers 
OONIINUED 

muds, such as margarine 51)rwasls. .salal 
dressings and satires lsskrtl goods, frost-- 
ings and fillings, and in meat emulskjrrs 
Ilk, %kuApC but generally do not by,  
form we]] in low ’Isoistu re fends, such as 
Cal or crarktas. 

Several fortsis oF tailrakwe ee’e crsed. 
frequently in eoittbinarion with all  by- - 
drocolloids. Iodh as gulals and per.tim. to 

a)ams: controLs syneresia: anti aside vie. 
criticst gloss, and opacity to foods, all,, 
pliratlons ... UNARel dressIngs, frozen 
dessertl sauces, attd de To products. 
Powdered cellulose, also GRAS can be  
I.  three to ten or its weighl�a use  
In property for reduced fat sauces. for,  
dered ceilttlose is also effective If ralluc-- 
ittg the fat In fried batter coatings and 
Fried e.ake donuts and in ittereesi ng the 
olu,sse of baked gotxls, because it can 

stabilize air bubblcs and minImize after-
baking sli ci’ikage (CCC. I As Methyl 

�cellulose (MC)/modlfied vegetable gum, 
whirl, is GRAS (’II CPR 182.1180). and 
l’ydro’propvl methyl cdl ulote 
(HPMC}/carbeliydratc goat, an ap- - 
Intel Food additive (a] SIR 172 874)  
are surface acLive and can hydrate in are  
ter, form FLInts in solutIon, and gel upon 
heating as ell of methoq and by  
droxyptepyl constituents. MC attd 
H IiMC Impart cns.an, ness. lubricity be 
entrapment all moisture reretttiOn In 
baked goods, Frozen desserts, dry mix 
satires, and pourable and spoonable 
all and dressings (CCC. 1996). 

am GRAS (21 CPR 
184 .1144). nonessost, air II lye 0 kcaLj 
g on a dry ben 5) mistutes of earcharide 

polymers of vs ryitig chain lengrhs lli 
are produced by parfial iyttilyeie ci 
starch obtained from corn or potato 
starch Mallodtxtrins obtained From at  
no,  wheat, or tapioral starch are a.i] - 
able on the basis ci GRAS sell dctcrmi-
natIon. The average molecular weight 
and degree of hydrolis of enaltodex-
Inns varies up to a dextrose equivalence 
(DL) of 20. Dextrose equivalence is a 
measure of the redticlng sugar coar 
expressed as glucose. Molecular weight 
aid DL determine maltodextrin fonc-
(lanaI properties, such as viscosity/body- - 
ing ability and brsy,ening abIlity. Malin 
Calns amused to build sol Ida and vis-- 
rosily, bind/controL waler, and contrib-
ute smooth mouihfeel in far replacing 
systems for table spreads margarine, Lou  
itation sour cleans, sealed dressings, 
Cooked goods, frostings, fillings saul. 
processed mail and frozen desserts. 

Polydextnssa IS  randomly -bonded 
polymer of glucose, sorbit and citric 
or phosphoric arId. Polj*.sircsss is avail- - 
able in fell or powdered and acIdic or 
tleu leslized ftxms. Polydestrose is only 
parrlalLy metalieahle, be ovIding I kcal/ 

Approeed 121 CFR 172.81 I) as a bulk-- 
itig agent, form t,lation aid. Itu mecrant. 
and lextui . pnlydexrrese is riced in 
several rood categories including baked 
1rtde and talking mixes. ’ tam ,ng At 
confectIons and Frostings, salad delta -
Ings, frozen dairy desserts and mi eta gel- - 
atir puddings and fillIngs, hard and 
I candy. Ilk shot spreads, (ttiif sisreads, 
sweet sauces, toppings, and syrups. Poly-

- 

dext,ose Can contribuss a slight smooth-
TIM in high moisture formularions and 
a fat sparing effect. Usraute of the pa-
tent Id for a Laxatise effect, the label log of 
Cold products containing more than 15 

polyderet,ose/sitido, serving most crate: 
Sensitive individuals may expedenre a 

laxative effect film excessIve consaini p. 

S Li M M A R V Ck-2c)0 
products. Oatrim was developed tty the 
US. Depa, otAgrlrukumcs (U5E9) Na-- 
tional Center for AgrIcultural Ut i lizat Ion 
Researc’It (Fcoria. Ill.) stud patented by 
USDA. Osidm Is licensed to Csinegra 
(Omaha Nab,). Quaker Oats (Chicagrs 
IL.),and Rhone-Poulenc (Cranbniry. NJ)  

i-Trim by represents zero calorIe), 
developed by the USDA for blending 
with Dacrim, Is an indigestible Insoluble 
liber made from the hi ghcellu lose por. 
ion of the hulls of barrel peas, 

]aLells or bran Let pnxcssed i trio or man 
cellular Fragments and puritied then 
dried and milled into a powder. The 
powder may he rehydretceJ for ...... 
are Z-trim Is expcctsd to contribute fiber 
and provide moistness, ci eessity, and 
smoothness to a variety of foods i nclssei - 
log cheeses, baked goods, and mean pat- - 
ties, In gel fonn, 1-tn cit Is suitable for 
frying hamburgers br example, but is 
not suitable for deep rat l,ying. Coin- - 
osarcial avaijablli is espeeted to ful low 
completion of commercial process dcvei- - 
opment, patenting, and licensing. 

Conclusion 
At present there is ito single had fai 

replacer that can recreate all the IT nc 
tional and sensory atb’ibutes ci fst. AT, 
essu Ir. a sstenss approach siting several 
Ingredients i rsd ividually or in bill - 

ton Is frequently sited to acliistve the 
rharartwistics of Fat (CCC, 19S*i). Pur’ 
her development in rat replacement is 

needed, particularly with respt’ci In the 
effect of "ter on food iorntu lall nns 
contaIning fat replartrs. Muc-Ir cm pleasis 
is being placed on heat- srabls’ far sijI ret 
ttjees to mairitahis the taste and texrun’ iii 
Filed Foods. .A derlrabk Or,  outruns-- 
will include successFul devnlopjiar’t of 
Fat replacers that do not interFere wil 
not rlent or drug utilization and that art’ 
sal. inexpensive. noncalori r. and sui I - 
able For frying as well as cooking. Gerici 

engineering will likely play a role in 
future fat replaa’cnent. 

’l ’he final message s-i health r:onscCal 
ronsumets I ordy be that RICK is no" inagir 
tailit to acl,iev i on dietary goals. A pro 
tit approal hm,.. 4 cutnbiniirei 
proper nutrition dietary varIety, wit Iii 
healthy lifosle regular esereis, and a ret-
duction of total dietary, fat aided by choos-- 
and fonds formulated with Sr replaccia. 
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08/0712010 Nuevas Creadones-SrC 

SUPERINTENDENCIA DE INDUSTRIA V CCMERCO 
CONSULTA DE NUEVAS CREACONES 

Joni 8 do Julio do 2010 

I_V& Aflualidades_II_Ver Alec 

Expediento 068659 

Sector QLJIMICA 
FARMACEUTICA 

Certcado 28901 
VigePola 12/012000 
desde 

Dabs de PAIENThS DE INVENCI 

Fecha do 2000-09-12 
solklud 1642:01 

CIasfficacn A610110 AC; A6IK 31/365 AC; A6IK 31119 AC; 
lpc 
Tipo xston TOTAL 

Rasct 19109/2020 

lupac -Nonibre lupac ORLISTAT 
-Nor*re Conijp ORLISTAT TENSOACTIVOS DISPERSANTE COMPOSlClON) 

-lndtac*On INHlBlDES DE LIPASA, TRArAMIEUrU OBESIDAD 

Tftvlo COMPOSICION FARMACEUTICA DE ORLISTAT QIJE CONTIENE TENSOACTIVOS V DISPERSANTES 

Dueo(s) F. HFMANN - LA RCHE kG, 
lnvetJr{es) PASSCHIER CHRISTI DE SMIDT 

PAUL HADVY 
HANS LENOSFELD 
THyIAS PLANES 
HANS STEFFEN 
JOSEPH TARDIO 

Prjrad ER 991181801 l3,0l1999 AC 
GauJa Nunro Fecha NP 

516 30/07/2002 SM 

Esdo CCCES[ 200703-23184136 
Elapas del Tramito 

Renown 
-- Una 0JFTskiôn farnutca quo nprende par to mepc, up jnbib1cr do lipasa, por Ia menos on Pnsioactvo y 

Par Ic menDs on thspersan, 

25-- UP prccedimnb para Ia preparacn do una oonPooscion larrracØulca do conbrrridad con cualqura do Us 
reivindactones I a 24! quo comprende rrezclar per Ia irenos, on inhlbor do liposes con per E menDs on bnsoadvo 
y par In menas on dpersao. 

.....................REGISIROINICIAI.. - 

Expeieiito 0 66659 Socu even .0 Feclia do 2000-09-12 
soltoiljd 164201 

Solicibntos) F- HFMANN 
- LA RcCHE AG 

Apc4erado JOSE AWTtUOLLOREDA 

Invenlor(es} PASSCHIER GHRISTIAAIJ DE SMIDT 
PAUL HADVARY 

190.254- 15.230/.../DetalLePatente.php?... 112 



0712010 Nuas eacion-SIC - 
HNS LENOSFELD 
THOMAS RADES 83 
HMSSThFFN 
JOSEPH T0lO 

Act35 OFIOlO 1230 de I 2102/2003 
Adn a vos OFICIO 102901e02111/2005 

FICIO 3100de151031200e 
(no1 73770e 12107/2006 
Oricia 13434de2211l/2006 
REsauolctJ 799 de 2310312007 

RESOLUCION 11505 de I 9/04/2008 

Esdo CCESbON 2007-03-23194136 

S 

190.354.15.230/- - ./Detallepatente. ph p?... 217 



08/07/2010 NLJeVaS Creaciones-SIC 

SUPERINTENDENCA DE INDUSTRIA V COMERCIG 
CONSULTA DE NUEVAS CREACIONES 

Dabs de PCTPATtNIE DE INVENCl CWI11jLOS LVII 

Expediente 34385 Fectia de 2003-01-23 
solftud 000000 

Sectr QUIMICA Clasan A6IK 31116; ASIP 3/6; 
FARMACEUTICA [PC 

Certflcdo 0 Tipo concsi6n TOTAL 

Dabs P01 -lnt Pass nacional 28/0212003 
-Feoha pesen& 9/O7/20Th 
Internacional 
-Solicjd Interoacbnal No EP2001/08363 
-PijblkaciOn Intruadonal W02002109815 
P 

-Fecha pubn 0710212002 
Internacional 

lupac -Norubre lupac TETRAhIIDROLIPSTATINA 

-Nontre Contn ORLISTAT ALMIDON. CELULOSA, DEWrRANO. SECIJESTRANTE DE ACIbOS 
BILIARES, COLESTIRAMINA, CcJIESTIPOL, C 

-IndCten CaESTIMIDA, SEVELAMER; INHISIDOR DE LIFASA, PREVENCION DE LA 
OBESIEJAD V DE HIPERLIPIDEMIA 

Tftuki NIJEVA CWPOSICION FARMACEUTICA 

SelirAant(s) F. HFMANI - LA RHEAG 

lnvenbr(n) PIERRE BANNER 
PAUL HADVARY 
HNS LENGSFELD 

Pderad EP K1163930 26/07/2000 AC 

Gaca Nunero Fectia NP 
543 01/06/200445 

Esbdo REOUERIMIENTO45 2009-06-1B1140:08 
Epas del Trànib 

Resuorn I -- Una oonoulcon farneuflca, quo carrprende an inhibior de lasa y Un seaesarit rnceutcorrente acepthble 
de /,ckjos bihares. 

2- Une cposo rnJca. e0n Ia rsiin&cadOn I, ue roniprende uno C ns exntes rnaoutan 
apbs. 

3.- Una corpoosJdOn brjracutca, 55900 as rSindokjnes 16 2,  eli donde, el Phibdor de lipa8a, as orhst 

4- La composón sen una cuaura de lag reiindrjjnes I a 8, an donde, ci seaneetranis farnnanautcanume 
acepbble de acidos biliares, se seleiona de sole ci grupo wnuuslanle en wStrarrina, o*sipol, colesevelam, 

lestnida, sevelantr, der,ados de Ia coulasa y del dexano, aIni%n y der’vados del alMdo’I, y sas 

&,icØubcanob aiwbs de Łsbs. 

190i54.15230/.../DetaIlePtente.pbp?.. 1/2 
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Nuevas Creaciones-SIC 
5.- La wrosioin segn una ajauiera de las reivindnes I a ken deride, el samestant de âchles iliares, es 
Un derivado de la oelubm o del dexano. 

6.- La rposición se9LJn Ufla cuaSra de las reivindk2cnes I a 5, en donde, 01 deftiado de celubsa ode 
dextaod se sacca de onto el grunno mrAslenta en 0EAE-celusa goanioefllIutsa, y DEAE-sed0x. If 
7. La coriçosiOri segUn ua cuaura de las reithdces I a 4, en donde, el arid6n 0 derivado del alnidaii, SE 
sena de ene 01 qmw cosnb on R- 6 ?-oicMextiia, alrddOn reto9radade yin degradado and6n 
degredado, alrridn tiidrobbi, anIosa, allIndop4efiaml y alid6n-3-hkiroxflr. 

8.- La oorrod6n sgün In reivindloacbn 7. en donde, el der,ao del airyidOn, Se secthna do entre R-
cjdalriia. 

9 LA xn1posn segUn la reivindadon 1 a 4. en dende, el scuesan de àcos biliares. Se seeoa do 
Ante el grupo conosenlo em coraina, cosflpel, colesthelam, co*rida, evelarrer, cekibsa, DEAF-celulosa. 
9uanidineeblLubsa, y DEAE-sefadex, alndon, R- 6 ?-cickjdexhia. 
10.- La rposin segun la reivindadOn 9. en donde, e  secuedidnne do àddos bliares, Se sExhna do ene ol 
grupo conssenle en adestramna, copol, colesiryida, wleeveIan seveIanr, DEAE-celulosa, y 5- 6 
c(dolexiria. 

..........REeISmOIN(cI 

IF Xpedenle 3 4385 Secu even ,0 Focha do 2003-01-23 
sekud 00 00 

SoIbtans) F. HOFFMANN 
- LA ROCKS AG 

Apjderado JOSE ANTONLOI_LOREDA 
Inventor(es) PIERRE BANNER 

PAUL HADVARY 
RANS LENGSFELD 

ACbS OFICIO 8194 de 0211012003 
Aninisakvos UNdO 12426 do 17103/2005 

c4lClO 15360 de 2911112007 
OFICIO OlSBde I0107/2006 
U101O 6933 do 1eIoe/2009 

Esbdo REQUERIMIENTU 45 2000.06,18V4008 

r-------------------------------------------;,,__ 
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INTERNATIONAL APPLICATION PUBLISHED m4DER THE PATENT COOPERATION mEAlY rei 

(SI) (litnrmfloaI Fateni CI.IftcsIlon 6 

A6IK 9/14, 9116, 9/20, 9/32, 9/34, 9/36 Al 

(II) lnthrnutlonai Publltatio’I Number: WO 00/13667 

(43) Inlen*IIonaI PubUlIon (late: It Macct ZOO (161)3.LX)) 

(21) Inlrrnaflonal Applecaclea Niaber: PCF/U390110744 (SI) I)Sguated Stalest AE. Al, AU. AZ. BA. OR, BC, BY, CA, 
CN, CR, Cl DM, Eg GE, CA. GM, OR, MIJ, IN, IL, IN. 

(Zfl In (a Date: S S4ptamber 9W {Og.O0.4) UP, OF, K. (AS. LK. LR, It Lv, MG, MK, Bffi. MX, 
NO, LIZ, N, RO, SO, SI. 3K SI, Th. It (IA, US. liZ 
VII, YU. ZA, SONY) FAIL  pcat GM, BE, IS, MW, SD, 
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DETAILED DESCRIPTION OF THE INVENTION rPS 
The need ford safe clinically effect aniiohesity compound appears to have 111 

been found in the lipase inhibitors, of which orlistat is one of several. The mode of 

action of the lipase inhibitors is by to block fat absorption by inhibiting gastric and 

pancreatic lipase enzymes which break down fat molecules to smaller absorbable 

fatty acids and glycerol derivatives. When taken with a well-balanced, slightly 

hypocaloric diet, these inhibitors will 
inhibit 

absorption of approximately 30% of 

ingested fat. 

The weight loss obtained with clinically efkccive doses of orIisat ait 

10 approximately the same as those obtained with CNS-acting appetite suppressant 

drugs, such as fei,flummioe, dexjepfjuramine and sibutramine (5-10% of 

bodyweight in I year). While these dmgs have potential CNS, and other, toxicities 

these are not an issue with the lipase inhibitors as they are not absorbed from the 

gastrointestinal tract. However, these inhibitors do have their own side-effect issues 

15 which are gastrointestinal tract in nature. These effects can range from mild diarrhea 

to faecal incontinence, as well as nausea, vomiting, flatulence, abdominal pain, 

liquid stools, and oily stools. 
While patients may find some of these side effects rolcmble others 

particularly faecal incontinence and steatorrhca, are not. 

20 The present invention, therefore provides for a swallowable solid dosage 

form of a combination product which contains a hulking soluble fiber, preferably 

niethylcellulose, which is convenient to take and transport, is preferably sugar free, 

and a lipstatin derivative, preferably orliatat. This tablet will be easily administered 

to the consumer who will not need to carry and ingest a powder diluted with water 

25 along with the orlistat tablet, but preferably will have the combined rab2et in one 

dosage form. This heroines an idea] formulation to assist in patient compliance, 

and to help contml the undesimd side eiects of the Imstalm inhibitors. 

Therefore, one aspect of he present invention is a pharmaceutical 

30 composition comprising: 

(a) at least one water soluble, non  -fermentable cellulose derivattve; 

(h) at least one lipase inhibitor in an amount effective for treating adiposity; and 

(C) at least one excipient which is selected from an edible calcium salt; or mixtures 

thereof. 

35 

The lipase thhibizor is selected from: (i) a lipstatin in pure form; (ii) a 

biomass comprising a lipase inhibitor, the biomass being obtained by a process of 

-3-
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What is Claimed Is: 

- A pharmaceutical composition for a tablet comprising: 

(a) at least one water soluble, non-fermentable cellulose derivative: 

(b) at east one lipase inhibitor in an amount effective for treating adiposity; and 

(c) at least one excipient which is sciected from air edible calcium salt: or mixtures 

thereof. 

2. The composition according to Claim I wherein the water soluble, non-

10 fermentable cellulose derivative is methylcellulose having a viscosity of> 

centipoise. 

3. The composition according to Claint 2 wherein the edible calcium salt is 

dibasic calcium phosphate dihydrate, calcium phosphate anhydrous, or thbasic 

15 calcium phosphate; or mixtures thereof. 

4. The composition according to Claim 3 wherein the edible calcium salt is 

dibasic calcium phosphate dihydrate salt. 

20 5. The composition according to Claim 2 which further comprises a binding 

agent which is ri/P. bydroxypropylcclltüosc. hydrocypropyl inethylcaliulosn.. 

acacia, gelatin, tragacantli, pregelatinized starch, or starch. 

6. The composition according to Claim 2 which further comprises a disintegrating 

25 agent which is sodium starch glycolate, sodium carboxymethylcellillose. Ac-di-solfi, 

carhoxymethylcellulose, veegum alginates, agar, guar, haterwarth, locust bean karaya 

pectin, or crospovidone. 

S7. The composition according to Claim 2 which further comprises a wetting 

30 agent, and/or a lubricating agent. 

8. The composition according to Claim 2 wherein the methylcellulose has a 

viscosity of >3000 ccntipoises. 

-32 - 
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9. ’The warceparadims according to Claim 2 wherein the methylcelIuloc is pretent 

IN 
in an amount of about 45010 about 550mg. ’to 

10. The composition according to any of Claims 109 wherein the lipase 

5 inhibitor is orlislat. 

II. The composition according to any one of Claims ’toY compressed into 4 

tablet. 

IC 12 A methol for the deal zmalmemt of adiposity and the faecai incontinence and 

steatorhea associated therewith which method comprises administering to a 

mamma) in need thereof a compressed tablet comprising; 

(a) at least one water soluble, non fermentable cellulose derivative; 

� to) at least one lipase inhibitor in an amount effective for treating adiposity; and 

15 (c) at least one excipient which is selected from an edible calcium salt: or mixtures 

thereof. 

13. A pharmaceutical composition for a tablet comprising: 

(a) at least one water soluble, non fermentable cellulose derivative; 

20 Kb) at least one lipase inhibitor in an amount effective for treating adiposity; and 

(C) at least one swellable diluent or fillet, selected from microcrystalline cellulose, 

corn starch, or Starch lSOO. 

14. The composition according to Claim 13 wherein the water soluble, lion -

26 fermentable cellulose derivative is niothylcellolose having a viscosity O> 2000 

centipOise. 

IS. The composition according to Claim 14 which further compriSes a 

disintegrating agent. 

30 

16. The composition according to Claim if which funher comprises a wetting 

agent, and/or a lubricating agent. 

17. The composition according to Claim 16 which further comprises ahinding 

35 agoii. 
-33 - 
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Is. The composition according to Claim 14 wherein the diluent is 
nticroczysrnfln’e ce}Iuiose and is present in a ratio of methylceilulose to 

microcrystalline cellulose from about 2.1 to about 14:1. 

S 

19. The composition according to Claim 14 wherein the diluent is corn starch 

and is present in a ratio of methylcel)ulose to cornstarch of from about 73 to about 

15:1. 

10 20. A method for the dual treatment of adiposity and the faecal incontinence and 

steatonhea associated therewith which method comprises administering to a 

oiatnmal in need thereof a compressed tablet comprising: 

a) at least one water soluble, non-fermentable cellulose derivative; 

,) at least one lipase inhibitor in an amount effective for orating adiposity; and 

IS (c) at least one reachable diluent or filler, selected from microcrystalline cellulose, 

corn starch, orSaith 1500. 

21. 4 a process for preparing a tablet fonou]olion which process comprises: 

a) blending together to form an intragranular mixture high viscosity 
20 mclhylceilulose of> 300ps; a diluent selected from microcrystalline celnlose, 

corn starch, or Starch 15, or a mixture thereof a lipase inhibitor, a lubricating 

agent and optionally a disiutegrant; and 

b) adding to the mixture of step (a% a PVP aqueous solution, or altetnauvely 

spraying the mixture of step (a) with a PVP aqueous solution; and preparing 

25 granulates; and 

c) blending together an extragranular mixture of a wetting agent; a 

lubricating agent; a diluent; and adisintegrant, or a mixture thenof; and 

d) compacting the granulates of step (I,) with the extragranular mixture Of 

step (c). 

� 

30 

22. The process according to Claim 2) wherein the admixture of the lipase 

inhibitor is added in step C) rather than step a). 

23. A process for the manufacture of a pharmaceutical tablet, which process 

35 comprises miAsg 
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a) granulates comprising high viscosity methylcellulose of> 3cps; at least G… 
one edible calcium salt or mixtures thersof, a lipase inhibitor, and optionally together 

with an trust granular claintrigrant, and/or weccing agent, anOJarcoioI)rJPgagent with 

b) adding to the mixture of step (a), aPVP aqueous solution, or alternatively 

5 spraying the niixture of step (a) with a PVP aqueous solution; and preparing 
granulates: and 

C) blending together an eUragranular mixture of a wetting agent: a 
iuhricarirtg agent; a thuent; and a disinteg,ni, or a mixture thereof; and 

d) compacting the granulates of step (b) with the extragranular mixture of 

10 step (a), 

24. The process according to Claim 21 wherein the admixturc of the lipase 
inhibitor is added in step C) rather than step a). 

35 - 
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PHARMACEUTICAL COMPOSITIONS CONTAINING LIPASE INHIBITORS AND CHITOSAN 

The present invention relates to phaimaceutical compositions containing an 

inhibitor of gastrointesth,aI lipasea, one (or more) additional compound(s) of the 

group consisting ofehitosan, its derivatives and salts thereof and auxiliary 

S excipients, 

An example of an inhibitor of gastrointestinal lipases is orlistat, previously 

kno,,x as tetrahydrolipstatin or THL. It reduces the absorption of dietary fat. Its use 

for the control or prevention ofobesi’ and hyperlipaemia, is described in US 

patent 4 598 089. Orlisiai is the N-formyl-Ljeucine ester with (3S49)-3-hcxyl-4-

in 2S)-2-hydrotytdecylJ-2-oxetanone. 

And leakage of nil (oily spotting) is an adverse effect which is occasionally 

Observed in patients treated with lipase inhibitors. It results from physical 

separation of some liquid unabsothed dietary fat from the bulk of the fecal mass in 

the lower large intestine. This effect can be prevented with the phanttacetitical 

15 compositions of the present invention. 

In the US patent 5447933 it has been demonstrated that by combining a 

lipase inhibitor wiffi substantial amounts of water insoluble crude fibers, the 

inhibiting effect on fat absorption can be increased. 

Surprisingly, it has now been found that by combining the lipase inhibitor 

20 with low amounts of chitosan or a derivative or a salt thereof, the phenomenon of 

anal leakage of oil can be strongly reduced. 

The invention is also concerned with the use ofchitosan or a derivative or a 

salt thereof for the combined simultaneous, separate or chronologically spaced use 

with an inhibitor of gastrointestinal lipases, such as orlistat, in the treatment of 

25 obesity and hyperlipaemia and their comorbidities, such as type It diabetes 

mellitus, 

Artificial non-absorbed fats, mostly sucrose polyester, are used in the food 

industry for the production of low fat foods, such as low [at potatoe chips, low fat 
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Claims 

1. Orally administrable phannaceutical composition containing an uthibitor 

of gastrointestinal higher, one (or more) addiüotia1 compound(s) of the group 

consisting of chitosan, its derivatives and salts thereof, and auxiliary excipients. 

2. A composition as in claim I comprising from 500 mg to 20 9, preferably 

from 2 g to log of the additional compound(s) and from 10 mg to 500 mg of an 

inhibitor of gastrointestinal lipases. 

3. A composition as in claim f or 2 wherein the ashlimuro(gsrointesüna 

houses is orlistat. 

0 4. A composition as in claim I, 2 or 3 wherein the additional compound is 

ehitosarl. 

5. The use of chitosanc its derivatives or its salts for treating or preventing the 

syndrome of =1 resume ofoil occasionally occuning after the Gm] s1mini,traton 

of an inhibitor of gast’ointestinl lipases, such as orlistat, or after ingestion of food 

is containing poor’y absorbable or non-absorbable fats or oi)s or orundigestible oily 

fat substitrtes. 

6. A composition as in claim 3 or 4 which is a chewable tablet for the 

treatment of obesity, consisting essentially of orlistat as the active ingredient and of 

clntosan as the additional compound, wherein the dosage is from 10 to 120 mg; of 

20 orlistat and from 0.5 to S g of chitosan. 

7. The chewable tablet as in claim 6, wherein the dosage is about 60 mg of 

onistal and about iS g ofchitosan. 

R. A composition as in claim 3 or 4 which is a wafer for the treatment of 

obesity, consisting essntialIy of rather as the active ingredient and ofchitozan as 

25 the adAitioS compound, wherein the dosage is from 10 to 200 mg of orlistat and 

from Ito 10 g ofohitosan. 

9. The wafer as in claim 8. wherein the dosage is about 120 mg of orlistat and 

about 5 g of chitosan. 

50. A method ofpreventing the syndrome Of about leakage of Oil occasonall)’ 

30 occurring after the oral administration of militia, comprising orally administering 
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STM4ARY OF THE INVENTION 

The present invention reaIes to a method for ealtg obesity, a method for 

reducing the absorption of dietary fat, and a method for treating 

hypertriglyceridemia in a ptherrt and to pank&n pcy,,]as for use in the Methods 

5 or in a manufacture of a medicament. The methods comptise be step oforally 

administering to a mammal, such as a human, a tht,rapautically affective amount of 

a fat-binding polymer. The administration ofa fat-bindingpolymerofzhe inveDUon 

facilitates the excretion of fat from the body without digestion with minimal side 

effects and low toxicity. In a preferred embc,iiment, the fat-binding polymers are 

to administered in combination with a therapeutically effective amount Of a lipase 

inhibitor, such as the pancreatic lipase inhibitors described in U.S. Patent No  

4,598,039 to }f2ævasy at at. The combination adniinistation can reduce undesirable 

side effec4s often encountered when lipasa frdiibtor in particular, the pancreatic 

lipase i,thibiton lipstatin and tetrahydrolipstatin are administered alone. For 

15 example, a sensors side affect resulting fivm the administration of  lipase inhibitor 

is steatorrhea, or fatty stools. 

The fat bindingpolymers of the invention compTise at least one fat-binding 

region. A fat-buiding region can include a region having a positive charge, a logier 

which is hydrophobic or a region having a positive charge and which is 

20 hydrophobic 

In one embodiment, the fat-binding polymer is an aliphatic polymer sejected. 

from te group condeting of polyaMlacqIate polyacrylande 

polyikylmethaojylates, pojymethnctylamides, poly_N-ailcylacrylamides, poly-N-- 

aikylmethaeylsmides, substituted derivatives thereofand copolymers thereof. For 

25 example, the substituted derivatives of the polymers can be characterized by one or 

more snbstituents, such as substimted or w2substi toted, saturated or unsaturated 

alkyl, and substituted or unsubstitutad aryl groups. Suitable substituents to employ 

on the alkyl or aryl groups include, but are not limited to, cationic or neutral groups, 

such as allcoxy, aryl. alytocy, aSk,’, halogen, amine, and ammonium groups, For 

30 example, the polymer can bepoly(dimethylamino propylacrylanide), 

poly(tximeOflmmoniqm ethybcrylate), poly(trimethylantrnonium ethyl 

methacrylate), poly(thmethylanlmoniuin propyl aciylamide), poly(dodecyt 
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16 CA lipase ittibitor which is convalently bound to a polymer as described in IJS.S.N. 

091005,379 filed on Jannaiy 91998, and IJ.S.S.N. 091166510 filed on October 5, 

1998, the entire contents of which are incotroruted herein by reference. 

As used herein, the terms therapeutically effective amount’ and 

5 ’therapeutic amount" arc syllonytnotts. The terms refer to an amount which is 

sufficient to treat obesity, reduce the absotption of fat, facilitate the removal of fat 

pflor to digestion or treat hypeiUtglycthdemia. The dosage of fat-binding polymer 

administered to the patient will valy depending among other things on the weight of 

the patient and the general health of the patient. The dosage can be detetTnined with 

0 regard to established medical practice. The amount of fat-binding polymer 

administered can be in the range of from about 

0.02 mflg of badj’ weightfday to about Ig/kg of body weightiday. The amount of 

lipase in inhibitor which can be administered combination with the fat-binding 

polymers of the invention can be dctennthed with regard to accepted medical 

15 practice. 

As disclosed above, in a preferred embodiment, the fat-binding polymer is 

administered in cornbthariom with a lgrace inhibitor, as described herein. The term 

"in combination in this context includes both simuhaneous or sequential 

adrriinistratioii (either type of compoundfirst) of the fat-binding polymer and lipase 

20 inhibitor, The far bindingpolymer and lipase uthibitor, when used in combination, 

can be employed together in the same dosage focu or in sepamte dosage fonns 

taken at the game time or within a time period, wherein both the fat-binding polymer 

and lipase irthibitor are present in a therapetitically effective amount. 

� The fat-binning polymers of  invention can be formulated using  

into forms 23 couventional inert pharmaceutical adjuvant materials dosage which are 

suitable for oral administration. The oral dosage feting include tab!ets, capsules, 

sutpenson, solutions, and the hare. The identity of the owerl adjuvant materials 

which ares used in franchising the fifloodingpolyTnersofthe invention will be 

immediately apparent to persons skilled in the an  These adjuvant matertals, either 

30 inorganic or organic in nature, include, for example, gelatin, albumin, lactose, 

starch magnesium stearate, preservatives (stabilizers), melting agents, etnulsifyins 

agents, salts, and buffers. 
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What is claimed is: 

1. A method fin treating obesity in amnmaL comprising the step of oraJ]y 

administering to the mammal an effective amount of one or more fat-binding 

polymers in combination with one or more lipase inhibitors. 

2. The method of Claim I wherein the fat-binding polymer is selected from the 

group consisting ofpolyallcylacrylates, potyaciylaixiides, 

polyalkylmednctylates, polymethactylamides, poly-N-allcylacrylamides, 

poly-N-allqlmethacrylamides substituted derivatives thereof and 

10 copolymers thereof 

3. The method oClaim 2 whereas the rat-bfi,ding polymer is 

poly(dimethylamino propylaorylaniide), polyiimethylanunonium 

ethylacrylate), poly(triinethylammoniumethyl methactylate), 

poly(tæmethylammoniumpropyl acrylamide), poly(dodecyl acrylate), 

is poly(octadecyl acrylate), poly(ocIadecyl methacrylate) or copolymers 

thereof. 

4. The method of Claim 2 wherein the polymer is crosslinlced by a 

mWL1nthOnal co-m000mer. 

S. The method of Claim 4 wherein tht multifunctional is selected 

20 from the group consisting ofdiacry)ates Iæacrylates, tetxazcrylates, 

dimethacrylates, diacrylamides, dimethacrylamides. diallylacrylamides and 

polyi nylare,es. 

6 The method ofClaim 5 wherein the muftifiinctionai comonorner is selected 

from the group consisting of ethylene glycol diacrylate, propylene glycol 

25 diacrylate, buty  glycol disexyme, eUweneglyl dietktcrylatx 

butylene glycol dimethacrylate, methy(ene bis(methacrylamide), ethylene 
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bis(acrylamide), ethylene bis(methacrylalnide) ethylidene bis(ac,ylamide), 

ethylidene bis(methacrylamide) bisphenol A dimethacrylate. hisphenol A 

diactylate pentzer)titol tetruacrylate, Uimethylolpropane thacrylate and 

divinylben2ene. 

5 7. The method of Chun 4 wherein the amount ofcrosslinking agent is between 

about 0.5 and about 25 weight percent based on the combined weight of 

crosslinking agent and monomers. 

8. The method of Claim I wherein the lipase inhibitor is selected from 

10 lipsiatin, telxnhydrolipstatin or a combination thereof. 

9. The method of Claim I wherein the fat-binding polymer is   synthetic amine 

polymer. 

10- The method of Claim 9 wherein the amine polymer is seeoted from the 

group consisting of poly(allylamine), poly(ethyleneimine), 

5 poly(vinylamine), poIy(diallylamine) and pc1y(diallyhnethylamine). 

I]. The method of Claim 10 Merein the amine polymer is crosslied by means 

of a miiljits.ciionai crcslinlcing ageoz said agent being preselu in an 

amount horn about 0.5%-25% weight, based upon thc combined weight of 

monomer and crossliriking agent. 

20 12. The method of Claim 9 wherein the amine polymer farther campuses ofle or 

more hydrophobic regions bound to a portion of the amine nhllogens. 

13 The method ofciairi’ 12 whereh, the hydrophobic -e8ions at bound to 

between about I and about 60 percent of me amine nitrogens. 

14 The method of Claim 43 wherein the hydrophobic regions are bound to 

25 between about I and about 30 percent of me amine nitrogens. 
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IS. The method of Claim 12 wherein the hydrophobic region is a substituted or 
4) 

unsubsiituted, normal branched or cyclic alkyl coup having as least four 

carbons. 

16. The method of Claim 15 wherein the hydrophobic region is an a&yl group 

olbetween about four and thirty carbo,s. 

I?. The method of Claim 16 wherein the hydrophobic region is an alkyl group 

of about 6 ca*ons. 

IS. The method of Claim 16 wherein the hydrophobic region is an alkyl group 

Of about S carbons. 

10 19, The method of Claim 16 whereinthe hydrophobic region is an alkyl group 

of about 10 cabons. 

20. The method of Claim 16 wherein the hydrophobic region is on alkyl group 

of about 12 carbons. 

21. The method of Claim 16 wherein the hydrophobic region is an alkyl group 

IS oI armor l8carbons. 

22. The method of Claim 9 wherein the some polymer thrther oompæses One or 

more positively charged regions tamon to a portion of the amiae nitrogens. 

23. The method ofClearn 22 wherein the positively charge region comprises a 

qualernary nine-containing moiety having the following formula: 

20 RL 

-(CH),-- N --R2 

V. 
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R’, Word R3 represent hydrogen or an alkyl group, wherein each R. 

independently, is a normal or branched, substituted or 

unsubstjti,le4 jionnal, branched or cyclic alkyl group having 

a carbon atom chain length of between about One to about 

twenty-four carbon atoms; 

It is an integer having a value of three or more; and 

V is a negatively-charged connection. 

24. The method of (Tom 9 wherein the amine polymer further comprises one or 

more hydrophobic rcoos conising an alkyl group of between about four 

10 and about twenty-four carbons and one or more positively charged regions 

comprising a quaternary amine-containing moiety having the following 

formula: 

Rl 

IT, R2 and R1 represent an alkyl group, wherein each K. independently, is a 

20 normal or branched, substituted or unsubstituted normal, 

branched or cyclic ailcyl group having a carbon atom chain 

length of between about one to about twenty-four carbon 

atoxtis; 

ii is an integer having a value of three or more; and 

25 V is a negatively-charged counteriorL 

25. The method of Claim I wherein the fat-binding polymer compnses a 

monomer oldie fon-rnj]a 
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wherein R is a hydrophobic region. 

26. The method of Claim 25 wherein the hydrophobic region eonwdses a 

sthstipited or unsubstituted, normal branched or oyclic alkyl group having 

at least about four caibops. 

IC 27. The method of Claim 25 wherein the hydrophobic region comprises an alley[ 

group of between about four and thirty carbons. 

28. The method of Claim 25 wherein the hydrophobic region comprises an alkyl 

group of about 6 catbons. 

29. The method of Claim I wherein the fat-binding polymer is substituted with 

15 lipast inhibitor. 

30 A method for rducing the absorption of dietary fat in a marmnai, 

comprising the step of orally administedng to the mammal a therapeutic 

amount of one or more far bindingpolymers in combination with one or 

more ipase irthibitors. 

20 31. A method for treating steatorrhe4 resulting from the administration of a 

lipaee uthibitor in a mammah comptising the step oforally admir2isteæng ID 

the mammal a therapeutic amount of one or more fat-binding polymers. 
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32. A method for heating stealorrhea, comprising the step of orally 1c) 

administering to the manunal a therapeutic amount Of One or more fat-

binding polymers. 

33. A method forIxeaing hypertriglyceædenlja in a imamead, comptising the 

si, of orally administering to the mammal an effective amount of one or 

more fat-binding polymers in cornbinaijon with one or more lipase 

inhibitors. 

34. A method for Mating obesity in a rnamm4 comprising the step of orally 

administering to the mammal an effective amount of one or more fat-binding 

10 polymers. 
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Tabla I 

ECORE DE CALIDAD MET000LOGICA PAM AnhicuLos DE TRAPlA 

ibm oseno del eeri,mo P,teje anedo 

Eyo ones mlilic,thico . . I? 
Eesayo 11111 c, aleslolo dal ciego d–Ie 9 
Ensayo di.,, (Si,. oeao 0 empIe, Sin SIee1ohsada.1r 
Ccholte colrefllc 4 
Cere 5 11 "L 

y 

eslucios lie oitiuce iltSb 3 
Colic 1151551 
6�lj, 1k cauos I 

fuss, a PobSciin eShdSds I facto, lie iueliecacio,. Piu]tsJU asasdo 
20l 6611 

151-200 5  10 
101.150 466 
61 10)366 
C30 161 

hen, 3. Mcuodot)Qis emudesde . puntme SSICJO 
0*SO 

Se planteen obsotleso cisros 
y 

cor.cFSlos 3 
-. Sc pla ’teen Leeson fares, 2 

Nose picnics’ rieIieos 

Di�eeo 
- Se reelceec 

y 

NSlica el flood emplesdo S 
-- Sc melciole Of diceSo empleado 

- No se fliCflCOlC ii juatirica ci feel empleado . . . 

caite,fOs 1k semcion 1k In inoslrs 
�Se ,Ics,lben critenCo 1k i,,cluaiofl 

y 

on eeclouiOn 3 
- 5, dccc, be,, Cuilerios lie incloaiOe 0 Se eeolosió, 2 

oban  

Tsuneelo 1k Ic 11,11111 
- Just tics Is moest,b ampleod, 3 
-- No is ctirica empleada 

Eec11re one Pbsn5,& 20151 

Of I + line, 2 a factor just ifi cacloni + lIen, 3 6 3; 

I,Nuys essence CileiCk 15n cIcc5oeCil!S £cSe!msls <cn!,yk)mcleusli 
1,liesm cesdo, s,pms dc, testes C cepudsJ 

mere valoracian a men.ido as sun ciente con 1, ICC-- 
Lure del resume,, evaluated si Is iriloitnacion que 
centers sob Ic ci Siseno del astudto potroilte cispo- - 
nor owe as metodcajoareente edecuajo y Si. en of 
supuesso de qua Is concLusihn del estudio see 16 
lids tone rd eiIaplcia clInics y Cs splice bie a is 
siLuacin concrete quo Ce desea resolver. Into 
perinil ira deuce tar no rlfumaro more egbiecativo do 
eeludios. hood One no signifies qua nos qucoare-- 
moe coo Los restiltodos y conciusiones is sq uelios 
artici,ies due nos pareciefon i nIeresaIstes. Por of 
contralto. estos Saran los aruiciiios se aria lizaro 
’nod con mayor detanciOn. 

A coiitin iiaciOn aponarer.los at lector on; g... . 
pare lecbura critics do artbcuies deters pie (Table 2) 

y on escore Is calidad matodolfuolca labIa I). 
generados po, n nestle 9rupo de trabajo. El bacero 
contend 2 Items; Si primero relacion ado con ci tipu 
lie diteno del estudio ci seu,ido con Of lam ano mini 
Is poblacion esLudiad a endure per Is justi ricacioli 
to no do este tanlano de mueslru � V of Lercere role 
col d5don ado con Is rletodologia enipleada on of eeludie 
en cuestihn (oteteOS, jnJslificaciO.1 del record, or,  
terios lie selecci on de Is nluestrs y in) au ri Ca clan no 
dccl) Ge erIe bnua no, Seoul usa escais quo as 
is tumato4a de los 11 , 2 y 3. onye pulutaje told 
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Orion do Is Ni Pam o&u&’s do samp Gets Moluredd 0 Y cols 

Tel 2 

CUIA PARA LA LECTURA CftLTiCA PE ON ARTCVLO SOBE ISPAPiA 

A. ON,, illdOE (Os roe a04 dot esdIo? 
Prewr,Las do 11,111,111. Si 11110,11111 nepolood, adecuedamoste las sig[iantes fras pragunlos no as acoos0abIs 
C05O5[ con Is di triLes. 

Gus  

1. tse ononLa Cl siticuilo a 1555 Pre5unta claramoFIts defirda? Peel 
- LI us pre9unts dabs deClr.jFa It te,mjsou do: 

- in. - to pobladon In eutuFilo 
- No us pi dad r -. to jutarsenddei ,asllzada 

- Los Foullilades considousdos 

2. F-ae ulosIsna Is ssnscis, as las pedeRun 11 momill - IS, nmntuas 050115 to sessencia OR Is 
Si alastodzaciOn? 
In 

- 10 as puss dcci 

a. tFOOFOIF ellili considerados hauls el has1 del Pluros 
auluolo. 1505 los Vol quo anL,u,ou a NO L El sagIsinhiento rue coniplelo? 

SI - aLas oemLee lasror, aneliesdos on be. 
--

 
to gpjs IS quo lueron alesric5ou? 

- lose poSe docw laualiS coo inlencian do LrsLsmIenL 

P.gUntas do detaIl0 

Co. 
- - 

c,olloi 

E.stuuierou, os puceestes. SI peusousl no Sal!O6 
y 

el personal PIssas 
ineolucusdo Oil it euluidLo e0nnusredos ( enel) respaulo - Los psoiouros 
dLo usluosoulo! - El persons] as salad qua adios Isa lerapiss 

- Si - El personal dal a1ss qua reslies las me. 
- No dldones 

- Nose poedo dock 

2. los Orion, OFF aurodAs tend simils,es SI iraclo del esladjo? PsSTA 
-. SI - Verirlcsl siros fsclsTCS pus pudiaran loser 

- No ore do sobm al rasellado: eddo. 5050. OR,  
-. No so past door 

3. Ape (to On Is IFuter,IendoTI Cu eusod as tloe grupos fuermi teatedos as Forms similar? 

- No 
- No so pseth dcir 

B  4tmaMs rIsarcea los aesitidse? 

. God comtnrsss 
. 

1. c sal rue Is meqrdtud del Ni not Tmtsmr,t? -. - LQ0E nodded, so flTIdIeron? 
- Lose sstlmsdoros rallisaron? 

2. aCuan pull so lao IS aeriroscion dal slecto did l teatais erilo? 
- LClsdles 5(2i SUS inrervalce It confiar,ca? 

C. Lou aymi auras recalLed’s an el 50ldado on mis pacLentes? 

CIt Conientaduu 

�_ I. Los resultedon rueo em On aplidados on el Ts]luado 00 ASis 
Los i.TclLJie 50(5 Is panicutes? - intent. 05 CI estudro 

No I sUfI�FenLanTaote parecidas a out pacioules? 
- Si 
- No so past dcci, 

1. so cu,iluldsramn ’do’ em rasolrsdos do irspodanem Rh mica? PInts 
Si tEn daso nagsno on q  sheds oslo on Is 
No decision a tomsr? 

- No so psede door 

5Lou benerloiss a boner suelican OR nessee p lot coetue Pisre 
del 11.11 ’It’? - Es ftr,robable quo p000s dod ud (so dcl 
Si �sisdlO. Paro cqlse pieTusu 5515 It rosredrni 

- No 
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puede AlItca, enlre S y 36 puntos esignando 6 an anibos grupos hey pacientes van sO fusIon 
Paribas xl estudie de memo r clidad 01 eiodoLdgica y segu idos per 9 01 eses 
35 puntos al de major caLidad metodologica I For A estas elturas de Is leclu IS contrabass di 
su parke in guis pars Jocruja consta de 3 prep tsnlag Si se9ul r 0 no adelante con Is lecture critics puss 
do cumin acion relacionadas con Ia velidez del es- no 1 de as preurttas do elimirtacion en SI hand 
tudlo, y cuyo objetivo as realizar ci primer tamizaje 10 hay Clenienbe pare Cu spiopisda reap ijeste. Sin 
del articu 1° (xi lo ue buscamos IS calidad P11 elodo, embargo, seguiremos 01 spialisiS S niodo on ejerci-- 
logica evidentemente). Pu CS SI date rto pernitte re, o. Pera ollo passre mba a Ia siOul$nte fase dcl 
ponder adecijadaniente estas amends no as analisis critico del sill duo. 

Ia propiamente Del y S Is dareche one sen e cia 

� p1 stas 0 Score 550005 qua syudsn a responder an 
lorms nias a propiad a Is road  

En lag prosinias Intel podran dollar 55105 
ins umentos an Forms practica a I afliculo deters-- 
pia publicado an u ta presgiOsa resists cientilica 
qutrurgica. 

EJ EM PLO 

Drenae percule naG comparado con al 
pars el tralanliento de los quistes hidatldicos heps- - 
ticos. around MS. Wani NIA, Jaid G of SI: N Eng I 
Mod 1997: 337: 061-67.6 

A LSon valid05 los resuitados del ealudie’ 

egneas de cf/n sacOn 

1. Sa orients el erticislo a u no plegunta clara-- 
010010 colonel No Ce puade decir. pues Si bien 
as cierto que Se define 11 pobI asian on egtudf 0 
(su)atos niayores dx 14 stIes con qiuistes no conipli- - 
cedos) y Is intervencian (dran aje percuthneo as 
drug Is), no Se corteiders una variable resul redo 
concrata qu C permIts comparer arocas ,homes  

2. 4Furr steeloria Is asnacian Is loop .... n  
as xl tratanijersto? at, sin embargo. Ca no he oon- - 
siderar In or iente: La asigli scion do by pacieriles 
a Isa 2 tombs do terapis rue alestoria sin enlbsrgo. 
so Ce prance epa de aleatorizacion erilpleads 
cosmic lanbonco Si Is seouencia de aster 55 almond 
ocults. Tam p000 to called caiculo del tsniono de 
Is mu astra (solo Sc 000iparan I cohones de 25 
pacientes I - 

3. t Fuo1on adecuadaniettle ccalsideladoe 115515 
el Until del estijdb toaDs los paeentes que entrarcal 
a CI? No so puede decir. A peal son as pacientee 
k)elon efeclivemente anal izedos an los 911) poe on 
los and Fueron area todsados y que Cl segu ml IC oto 
rue a ml il Sr or antbog grupos (media do 17 11105551-

I. oEslulIiercm los pacienlos - ci personal on 
selud I Cl persoosl invucrado an el cc tud io In  
niascanado 0 ciegoS" respetto del tratamiento? 
No. Ni leg pacierose ni CL personal do as lud one 
splicabe Us tarspias estueron enmescarados C 
las telapias en estudio. El personal que rCa lizaba 
by med,ciol. podo sCram enmesca lado, sin em-- 
bargo, no sa plediss on Cl articulo quienee midiercat 

cOnic; par ende, 5 In 50mG. mudial label my 
C,, mescaramien to 0 ciego simple. 

a Las glupOs en esftud, 40r4fl s/mSrc6 11 
iricio del estudie? SI. En Ix mills 1, so apler]a on 
was Cotloltos elan similares an as vartablea edad. 
genero, Umanary do Ia enlermedad. rural dlil. 
diametlo promiedio an los quletes, lacslizsck5n do las 
lasioeec y Litulos de inmunlobeslinas - Sin emba 190. 
hay macsores coal pueden iniluir an by nesullados 
fi nales del astudio she merecen or consideIsdos 
no fuenon tomedos an cuonte en oste estudic, coma 
5/ F,pO be quisL$s j sera bal tralar #ui etes 
univosicula ret quo ni ultivasiculares?) y Is espedie 
de edttlnococcua (so ,be qu C 55igtsn diferan toe 
Seroftpns dx ecu in0000cus cuyss caraclerlsticas 
donations pudieran 5cr lesponsabLes do algeinas 
carectolisli c S do 1, onlel IN ejemplo - IC 
a greed/dad he esla). 

3. Apart s do Is intersenciOn an esLud io on’ 
grupos N)eron tratados an lanisa similar? SI. No hay 

someone gas porinitan ponsar qua hubi d ileren-- 
cias an at rast a he Is temple on ambos grupos. 
Aparenteniente (5 pass I que no qoeda Cl arsmonte 
expli citado), 5111055 cohonles sdplo tuvielon Casio 

d iferentia terepeulics lx insenvencion en eetud,o - 

B. .Cueles fijeron lots resultados? 

- tCutl [tie Is magni Lud all erects del tIara- - 
Device En este esttsdio Se midlelon or variables 
estancia hoepita lana. ditma los del quisfe dssperes 
del nodal i ento. desaps nciOs del pa isle 111111 do 

in mu noglobu lines I morbisdad: I pars elI o 55 con. 
sidelaron coma indlcadores too i nIervalas de con- - 
lIsnza do 95% (IC 95%) y lox Odds ratios lnaI.onss 
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608 R010161i or/hoe do 1. Mororura pare a,r&us do ,orapia / Cal/os Manterole 0 5? cob 

as probab.lidod) con,o niedides de board us la 00): is evolutivided de las losionea 05 dilerenle, 
Scandal plies an nuestro centro, at 32% do los pacientes 

2. tcuÆ n PTO" dos la oslimasiOn del edeclo ii one algu tao complicacion evOl tillva a’ momento de 
del tratarni onto? Solo 2 variables exhiben diferen- so I ngrsso (abseso hepàico do origen hidal Idico, 
cbs signif’ cetivos lestancia hospito lads 

y 

niorbi- colang i ohld atisos I s,° etc. 
kdad). Rome, hospi lalaria hone on IS de 95% do 2 4Se conalderaran todos los resu Itados do 
5  , II do lava riable rtorbllidad ii one on IC do 05% I mportancia ease? lea? No. El liempo do Ceoulnilenlo 
do 2.7. 36 0. Sin embargo, en sets 01ue vetiable do las Mci as muy corto (brand set superior 
qu a pudieso sor Ia de paper its pacto clinico, otis. a 4 anos). So desconoce quo ocurrio con 11 
tat, reparos sobre el tipo do complioaciones consi  germinal 

y 

laid sesiculas taijas, plies estsa se deja’ 
deradas an especial Indeed  SE eats so eli mi nara roe site  Tampoco so precisa �000 as radio Cl 
Como compulsion (do hecho cuesta pensar qua ereolo teeopCulico, pot ejemplo sobre lea eacolicee 
an aigno sea one con? plicaci000, no table dileren’ {Lcual are Is ’jiabi lided on bates?). 
ciat entre move colii 

y 

ontoncos Is d ilerencia 3. tLos benetolos a ebtetter tuscifico n lOS I! ,as  
terapeulica estarta dada oslo pot Is Cannon hoap!’ 005 V los �05105 del tratani ion to? No. A nuestro 
talaria quo evidentemonte debe 5cr mªa corta Si 50 onodo de verbs poised ales betieficios no j uslifican 
compare on procedi ml onto jpor Oblation semi los risagos 

y 

costos. Or plintos puoden bar 
ambul alorio) curt one cirug is quo muchas v000s metoria do di ocusiOn 

y 

no as dod ucen del ostud io. 
puede bar cots ploja. 1.0 

i 

nieresa nte do oslo punto poro Is ad mm istrocioa del Al bendazol Ii one an cos’ 
radios en ago Si voloe moe SI celeolo del is maao on to elevado hay riosgos do losicidad irapl ibtos .0 
Is manage 

y 

jug ames an pace con los numeros tu util idad corno eseolidda Os an centrovers.aI. 10 
� 

obtond rian,os too s,gu ion tee oscana dos: P01 eva parte, al ap]ica r Cl escero do calidad 
2.1. Si Is variable restjllado loose esta no a hoe- nietodologico U F SO, podermos cenatatar up no 

pitalaria, con Is dileroncia eservada, an IC 05% 
y 

mainland do 16 pun tOs an a 36 psantes). Si culasi’ 
Color on 80%, Cl ha mae do ra tIosLra nocosorio doranies quo ci 

p 

Unto do code asia blecido pare 
Para 02nd ucir esta inveatAgaeion semis tan solo on 7 "caided niotodologica apcopiada" es 18 pun(05 to-
sujetos en Coda cob one. nemos on este anteolo on ostud io do calidad 

2.2. Pi 
, 

Si Is variable restillado Itieso raotodolOgics bajs,. 
niorbili dod. can to d iferencia observada. un IS 05% Er, tesumen so ITT do on ensayo dIn ico 

Older de 80%, 01 taniaæo de niuostra neceaario atoatorie do baja calidad tt)etOdOIOg ica. con rtiveI do 
Sale de 21 Slijetos en eada cottons evidoncia 

y 

recomendacion do loctura de Socket do 

2.3 Sin embargo, di tesonsider 000iOS como 2b 
y 

S respecLivaniente. 
complicacion Ia Se bre" 

y 

’La hipotensian" quoda ia 
naos con propnrcionea do niorbilidad do 4/25 (pare B,BLI)ORAFIA 

PI grupo do Planar) vs 5/25 (Para 01 gnipo do 
ci rug is). oaconario an el coal COP 0 tt IS 95% 

y 

I. ManLsa C: Meditisa basads on Ia ovife!’Cio Con. 

podor do 80%, Ia mu caIro 0000seria pare realizer el captea geterelos I rozonso pars aplioidar, an and  

estud io SerFs do 1407 stajeLos on cads cohorto. go. Pea all Car 2602: not  S5eM 
2. Mattetola C, Pinede V. VIol M. L000da H. Mtjdoo S. 

C. tWo ayudarÆn estos resoltados Sn SI CU usd0 Re/blot siatematca do Is hansom  PrSoI.eSid 
madder pare 515 tealcsoón. Rev Cbtl CI, 2000. 

do _ flhlS padlen 5 55 204.05 
3. Meslorola C: El cementquo sosdaico Cl detartollti 

LLoo normal po eden oar Spherical an 01 do Ia i nvetti9ecion crentldea SI! OPI icecios On OtIS. 
ctiidade do mis pacienles? No so pLied. Could qia. Rev pull Ci, 206’: 53: 104.09. 

0 Sao depondord del t.po do paciemade a ITS gas 4. Maaterola C, Pittedo V. Vial M. Lousda A cEs 
renoonos aces so an Cl centro donda nosotros to,  ractor do impodo ua India,  apropisijo Pars detolnal. 

denies. A ntodo do ojemplo respondorenies on no, el nital do ovldencia Os terepia Itathalla on 

al .... n cern nuestra raalidad. Pot one paper pudie’ puolicacion depend I LIbro do Resome.ies. LXXV 

ran oxisti r diCe rend as an el aerohipo do 0th inoce’ conweto CIhIlerwa a I slotneclotel go C,rI IC. and 

ocus quo so sabe pasede so, may diferente en 001 Mo,. 2003. 
S. Manterda CPsode V. Vial St bound H: call et 

dislintes laigereo hooho qua l.hltaye diroctaniento 
an el rosoltado do Is lerapla all terminal do sobro totapia an 1051050 qII.tOtgInet 151? Llbto 00 
reold Ivas; el d,antotro do ad leslones quo trota 0 ott melanomas. LXXV Cotsa,eso Chlleno 0 lnbeseI:it? 
el osludic on cuestiort. Os mancir a to qua habitual’ are do panels  Vine or  Mar, 15l. 
monte verses on nuestra reatidad {niodiana do 15 6 KhI,tco MS, Wea’ NA. Javid 5 to Cl. PO/CUta500a,n 
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aftIga Xi MTh Si ttc hanati hydasd hjdtj’Js IepaLjca so’ ohil Pa,enild 2031; 56  10-
cnl. N EI J Md 1997; 3M: 001 -ST. IS. 

7. Maalea £. Bar,oso SI, fluslon L 11 aF iver 9. Mris (3. Dykes F. Me nine S ci If  AIbendeQIc: 
a oseo& of oepelio origin : di nical feaSI,ef and OtI�nlins Snide nca If Response in Huissno HyS slid 
ri If agge (eenlnenf. AMZ J Sam 2J03; (3SIeac&. JAW Oa& 253: 2D3-57. 
73: 220.2a. ID. Ui JA. Mn,.rola C. pfaar M al a’: Uloded no  

0. ManleoIa C. Lonade H. Car,a5C4 R If If  Colenqin- eIhngszoI preoperatonio an hda(Idosis l(SMUc. 
I! eJanSI. Lana afar  nnok,LSIa On In Rev Chil Ci, 1001; 55 inn p,nl,saf. 
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ABOQADOS 
cII. ’1 No. s03 Pe 5. Omot. fl -C. Tel: 6069700 Fas 60e9701 

Seæor supEINTcNo6pcIA DC I’O)sTpIA V cO6IERCID 

SUPERINTENDENTE DE INOUSTRIA ? COMI 

DIVFSrbN DC NLJEVAS CREACIONtS N0.03106275 loin 
Fid.; 2010.1041 15:26:53 Oep. 3D20 OlR.MUvA5CR 

E. Tm. 11 FATEN] IVII SEe: 379 FASCNCK)MLFI 
Ad. 444 RC$FUESTAREOUS FaIja.: 5 

Re: 21.-F.HO4MI-LA OQ4E £G.-kftud de Faten de frvsdri 

We NaooiaI PCI oars CoMPOSCóN FARMAC–UTICA OIJE 

COMPREND! US ThKThTDOR DC LIPASA V UN EST DE Acry  

GRASO DC SAt_ROSA -nac Asik 31fla3 -ExaSI1te nr1ero Ot 

106,075-

I Me refiero a’ auto dlctado por esa De,pacbo notificado par fijacion en listo el 9 

eJuij *2020. 

2. Con ci Nn de responder a las objeclones de nivel inventivo expuestas Pop el 

senor Examinadar an so Concepto T&nico NO. 152, otentan,ente me permito 

presenter los sigulentes argumentos tecnicos par medio de los cuaie, no sIo Sc 

superan dichas objeclones, sino que odemas Sc demuestra en NrOma contundente la 

Qatentallidad de diohe jnvenclôn. 

3. MIALISIS DL NIWL rnVENTIVO DE SO41CTLJD 

EP seflor Exanilnador NO objetado el nivel Inventivo de la sOlicitud en cuestlon 

basªndose an INN enseanzas de los siguientes docurnentos: 

(Dl), w000109122 

(DZ)-*WOOl/19378 

En este sentido, ON seæor Examinador arguments bthsicsmente que is Principal 

direrencia entre la soIldtud de patente en cuestlôn V 02 es que dicha anterlorldad no 

ensea con,pos]ciones farniacluticas que empiean on monotte, sereccionado entre 

sa Ca rosa I eu rato, Sacs rosa ml ri stato, sa caro So pal mitotO sac rosa estea rato, 

sacaroseraqudonato y sacarosabehanaro. 

SW, ernbarol de acuerdo ton ci senor oxeMblado, e% documento m divulga 

composlolones que cornprenden on infllbidor de ilpesos y On emuisiflcante (tar como 
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cl 72 NO  563 Flo 5. al, 0.0. IsI: $06?0O FIX ovti 

tin ester de Æc3do grasp de sacal Ian cuales Se caracterizat, porque mejoran Ins 
absorclón  del princLpio active y disminLiyen S poteo anal de aceite, 

Can base an 10 anterIor, el seæor examinador conciuye qua el experto an la 
materia liabria optado go, La sugerencia explicLta de 01 de utilize, Østeres de Æcido 
green an sacarosa para niejorar 13 efectivldad de Is composicion y evitar los etectos 
secunderos esociados a Is adminlstracion del priFiCipio activo como SI acted anal an 
Ian composici000s reveladas par D2 pare Ilegar a Ia mater’s presentada an Is 
presents invenclôn. 

Vista to anterior J, con el all de demosrer que Is solloitud en custlón 
presenth on Inequivoco carÆcter inventive Frente a es enseæanzss del arte previo, 
stentamerite me permito presentar ante isa DespacFio Ins sigulentes consideraciones 
tØcnlcoSt 

(a) En primer I ugar me permito senelar else an Is solicitud de petente an 
cuestiÆn Sc revels uns composiclØn rarniaceutica qua cornrende: I) orlistat, ii) on 
monoØster de acido grew de sacarosa seleccionado entre sacarosalaurato, 
sacarosanhiristatO, sacrosspaLmitato sacarosaestea rato, sacaroseraquidonato 1 

sacarosabehanato y, ill) uno Q man, exciplentes IsrmacØuticemente aceptables. DIctia 

novedosa composlciàn Se caracteriza torque permIts superer satislactoriamente el 
problems ticnico existente an el estado de In tel relaclonado con at hectic 05 qua 
Is actividd del orllstat come lnhibdar de Opasas is dependiente del tipo di comids 
ingerida. 

En relación con to anterior, me pe,r,uito dirlgir to  atencin di ese Qespaclie a Ian 

enseanzes contanldas an Is pªgina 3 de Is presents 501 Icltud, an donde as establece 

Is existericia de In problema tl relacionado con Is ad miflistr,ción be inbibideies 

de lipasa, toda see que Ia eficacia de Im ink/b!acres de ipasas puede depender 

fve4em,,te de 3, ntase Os aLo,ento rngeddo, ercontrbn dose dna mayor eflcacia en 

Jos comidas components par papas It se/chic/ia, y hsmburQvesas, mlentras qtJe 

Se observa one minor efIciencia Para al queso y Otto, productos fØcreoc. 

Ahora blert, Pat come puee verif,carse an los aparres de Is desnipctôn  on Is 

solicitud an studio sun a continuation Sc niencionan, all problems titnlco relacionado 

con SL heche de qua Is actividad del orListat coma lnhiblder de lipases sea dependLeate 

del tlpo Ile comide ingerida no $ide Solucionado niedlante el emplec dc Un mono4ster 

di J greater de sacarosa: 

JempIo 1 (pªginas 15 y 16 be Is deseripciôn), an doodle se establ2ce qua Is 

combinaciàn as orllstat JcWyo nonibre comercial as Xenical) con _-1695 

(s,carosalaureto, P-1670 (sacarosapairr?aatoy, 5-1670 sacerosaestearflo) 
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0-1570 sacarossoleato) permit. lograr una andante nhibic 

t 
lôn de Is / 

sctividd de Lee lipasas gastrolntestnaIes Independlentemente del tipo do 
comida Inqerda. En contraste con Ic anterior, Se muestra qua Is activdM 
Inhibitoria Jograda al admlnistrar tinicamente orllstat as nienor y depends del 

tipo de cornice Ingerida. 

Ejemolo 11, pàglnas 20 a 22 do Is deso-IpclOn), an donde so evala In vitro 

Is dependencla its is comida para una Iflhibiclôn de lipasas con grasas 
accesi les y resistentes, encoritrando qua Is dependencla its Is comJda in 

vitro de las lormulaciones basadas an monoØsteres as sacarosa Os alrededor 

de 6 voted menor comparado con orllstat Xenlcal). 

� Ejempro 13,(Collins 23 do Ia description), an donde Se coflcluye flue, "0 

dependencla do /0 comics de odtat so puede minimirar 5UStanC?amnte 

methante jag formulacloneg basadag an 01 monoEster de dcido green do 
secatOSa 

De acuerdo con Ic anterIor, ES posibre verincar qua Ia coniposiclon de Is 

presents solicltud presenta una nueva y mejorada propiedad cOme 10 05 Is mener 
dependenela its a comida en el tratamlento de la obesldad, lo CUaI Se bore 
empleando monoØsteres do acidic; graso do sacarosa, Lodo vat quo Is combinaclon de 
dabS con el inbibidor de Ilpases gastrointestlnares permits reducir Is dependencla do 
Ins resultados logrados con an tipo do conida ingerids, 

(b) Par su parte, 01 documento 01 dlvtjIga composiclones farniaceuticas qua 

comprenden Un Inhibitor do lipasa gastrointestinal, uno 0 fllÆS adltivos escogldos del 

� orupo conrormado  par espesantes , emulsincantes tlidrotllicos, no dlgeribres V no 

rermentabies, V exciplentes aLIxIliares. 

De acuerdo con Its autoros de Dl, card composlclones farmaceuticas 

previarnente menclonadas perrnilen reducir o prevenlr el goteo anal de scene quo as 
produce conlo Consecuencla do Is Separaclôn de aceite no absorbldo do las MOOS 
lueqo de haber consumido Inblbidores do lipesas. 

Los espesantes seæalados en Dl coma posibles Componeotes do las 

composlclones farmacduticas alsI reveladas son pollsacªridos naturales, sintiticos 0 

semisintticos solubles an &i tales come metll celulosa, goma xantan, semlIlas de 

psyllium, cascara de ispagula, semIllas do plantago ova6a, goma do kenya y mecIas 

do Its nlismos, 



JOSE LLQREDA CAMACHO & Co. 
Case 72 No  543 Po s. eao, D . ml; OS2TO Fix 69?Ol 

Los emulsincantes sealados an Dl como posibles componentes do las 
coniposiclones rarmaceutpcas all  reveladas son as poli4steres de sacarosa, tales 
coma lips Stores de a7car de Ryoto. 

(C) Do otro lido, all documento D2 bâsicamente divulga composlclones 

farmacØuticas qua comprenden at nienos an inhibidor its lipasas y al menos an ester 

de Æcido graso do polloles, an donde Øste 61tlmo as caracteriza porque el ester do 

Æcldo grasp town on Canto its fusion mayor s Is cemperatura corporal y as policies 

son escogidos entre el grope conformado per aaücares, pervades do azUcares 

niezclas do list misnios. 

Do acuerdo can led autores do tel anterioridad, las composlclones previaniente 

menclonadas permlten niejorar Is eficacla clnica y Is potence do led inhibidores its 

lipasa, minimizando a suprimiendo Its olectos socundarios tales come el gotec anal 

do ac&te. 

Los polioles quo hacen parts de las coniposiclones do 02 son escogidos 

preferiblomente entre sacarosa y esteres be glicerol, en donde is porción ester puede 

comprender entre 1 y 3 fragmented do Æcldo gross Coa C20 per pardon de glicerol, V 

an deride dlcho ester be qllcerol puede escogerse entre one o niÆs trigilcOridos, one 0 

mM monoglicØridos, uno 0 mªs fosrolLpldos, y mezclas de led niismos pOglnas 3 y 4 

be Is descripciôn del documento 02). 

Con base eo 0 anterior, atentamente me permito manhlestar ante ese Despacho 

due las composlciones farmacØuticas revoladas an Is solicltud its patents an cuestion 

presentan on inequivoco caràctor Inventive frente a as enseæanzas do los 

docun,entos Dl, DZ 6 Is comblnaciOn do as mismos, toda sea qle 

Los documontos Dl y 02 no enseFtan y tampaco sugleren de manors alguna 

una combinación quo comprenda orlistat con on manometer de sacarosa 

so I eccionado Core saca rose I su rato, sace rosa ml ri stato. Saca rosa palml ta to, 

ace rosao stea rate, saca rosa raq U do nato y soda rosa be han a to. 

De acuerdo con el seæor Examinador on �1 documento Dl so hace Is 

sugerencia explidta be utilizer dstoros do Æcido graso be sacarosa en 

conjunto con Inhibidores be lipasas gastrointestinales, mlentras due en 01 

docurnento 02 Se suglere 01 emplee do dsteres do kidos grasos be polioles. 

A Ste respecto, Iniclalrnente me pernilto seFtalar quo las enseFtanzas del 

documento Dl do ninguna numeral pueden alectar el rival inventive be Is 

presente solicitud do potente dobido a quo en ache anterloridad colonel 

314 
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so race rererencia a los esteres de al graso do sacarosa come agentes 

emuislfcentes de Ia ccT,,posIción alli dlvtjIgada, estableciendo e,cpl(cltamente 

q/e: ’canto eTtv/s/ftcJntes qM pvoen cstffrife an am compost(ona5 be (a 
/’ivcncid,, pveden clrarse o.ogsters de (pØglna 3 be la 
descrinclen de bi); POT consiWentt as clam Due no existe an dlc’D 

documento alguna Indpoicen tØcnlca qoc golan a Pa Porsofla medianamente 

Serial en Ia materla S emplear especificainente on monoØster de Æcido 

yraso do sacarosa an conjonto con )P agente lnblbldor de Ipasas 

gastrolntestlnalen, corn; parts do Ur,O composlclón farmacØul 

En relacln con Ic anterior, Considero relevante mencionar doe para t}fl3 

Perrone medieflamente yersado an Ia materFo or clro Due las propiedades 

fisicoquirr,icas do direrentes Stores de Łcidos grasos de jacerosa pueden 
variar conslOerabemente enkre si, Is cue n- e,tde ne.-eseata dràstcas 

diferencls en £115 posibles aplicecIones. Mi, Sol  ejemplo, on ester de inlaid 

grace do sacaroil pLJedO enpPesre an emulsiones de a9ua an acelte SI so 
valor HLB (balance liporilico-hldrorilico) is n,enor a 9, mientros de on ester 
de Æcido graso do sacarosa dabs emplearse en emulsiones be acelte en aqua 
Si su valor HLB as mayor a 9. 

Ahern bien, do conforn,ldad con lor anteriorn,ente expuesto 
y 

haciendo 

reFerenda epIFcIta a las ense9anzas de 01, lie Vermto seflalar qiJe an 010118 
anteriortad so mendona & corilpuesto yoto sugar ester S-hr come 01 

2llester do sacarosa quo puede ernplearse come agents emulslflcante dentro 
do Las composiciones farmacivvcas alli dlvuioada, ol cval Se caracterlza 

Porque tiene wi valor SLID 1. conlrario a esto, We m024steres de 

� Sacarosa qLJe Se emplean an to soiidtljd de ptente an cuestlon Se 

coracterizan per presenter los siguientes ,alores HL: 

Sacarosalaurato L-lgeS -. HL.8 16 

Socarosapalmltato P1670 -. HLB 16 

sacaroseostearOto 5-1670-4 HLB 
= 16 Y, 

Sacarossoleato O-iSiO - HLB 15 

to anterior permits verificar quo as cierc, 1 evidonte qut los pollesteres V 10$ 

monoØsteres son compietaments diferer,tes, 1 par lo ta,,lo son utiJjzsdos 

Pam propósitOs tompietamente diferentos 
y 

an consedtlenCia no as evidente 

So IntercanIblo. 

leniendo an Comm Fe anterior, Si one persona verseda an Is materla se 
basara an las enseanzas del documebto Dl 

y 

pretendiera reempIozar at 

Ryoo Sugar ester S-170, IS resultaria Ióglco emplear on emuislllcante con 
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proplodades similares (esto as, adecijado Para realizar eniulsiones aqua an 

aceitc), tales como LOS pollØsteres de sacarosa comercialmente disponiles 

(estees 5-270 0 5-370), pero nunca huldlera podido deriver de dichas 

enseanzaS at empiec de monoØsterec Øe Øcidcs rso de sacarosa er 

comblnsción con agentes inhlblores de Ilpasas gastrointestinales, 

Par s.j parte el documento D2 divulga el empleo de Østeres de Æcldos gresos 

de polices, los cuales deben set escoidos entre alcares, derivacos de 

azUcares p mezcls do log mismos, v s�;un 10 estableeldo an to pÆgina 3 

(lineas 25 v 26) de cliche anterloridad, el pollol empleao puede eseogerse 

entre gatamsa ’ plicerol, pu,feriblemente Æsteres de gLicerol, log cuales 

pueden contener entre 1 y 3 porciones de Acido arose war coda molitula de 

40 gliceroL. Debido a to enterlor, as claro due 61 docotnerito 02 menclons to 

posibilidod de emQlear compujestos monogilceridos come parte de 

composiciones farmscÆuticas qua pocenclSicen yfo mejcren a eflcscia de los 

agentes lnhlbldores de Ilpasas gastrointestiflales. 

Visto It anterior, me perrflito snalar qua log documentos Dl, D2 6 la 

combinncFôn de  log mismos no ensdan y tanipoco sugleren el empleo de Un 

monoister de secarosa. 

Finaimente  an Ia m,rera ,nfl atenta me pern,iro resaltar ante ese Dospacho 

qua 31 psrecer 6 anÆlisls realloado por el s&Or Examinador no se he 

enfocado de ninguna rtlanera en el momento en qua 6 sollcitaflte de to 

invenclôn  an cuQstión Se plartteo sus objetivos tØcnlcos, as decir, at senor 

Examinador realmente no esta teniendo on cuenta (6 Imperlosa necesidad 

� QLJP existe de q’4e el examen de patentobilidad due love a cabo Ic reallce 

hacienda el esfuerzo Intelectual de colocarse an la sitijaclôn aironteda Par  el 

tØcnico con conocimientos mad as an IS rnateri, antes de qua P1 solicltente de 

la Presente invenclón diero a conocer sus sorprenentes y ventajosos 

haIlazgos tecnlcos. 

Li. Ahore bier, adIciw,almente a In anterior constant de gran importance 

letterer ante ass Despacho due ningunc de log documentos Dl y D? Se 

encuentra dirLgldo a soluclonar p1 problenia tØtnlco reLaclonado con Ia 

dependencla qua exlste entre el tipo de comide ingerida vIa actlIdad del 

orlistat como agente inhibidor ad lipasas gastrointos(lnaks, hecilo qcJe 

indisctjtibLemente debe Or tenido en cuenta como parte del anÆlisis del nivel 

nventivo reallzado par el seæor Examinador. 

De manera especiuice me perinito ressitar que an las lineas 15a17,25a29 

de la payina A del documento Dl Se menciona due las composiciones 
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OIvulcas en thcho arteriorldad depirean preve’ir Ia separeckon fiŁo entre 

lax heces V el aceite no absorbIo como consecuencia de Is InbibiclØn de lot 

Ilpasas gastrointestinales, V POr lo tomato elLrninan 0 dlsmlfluyen el çoteo anal 

de acelte on lox paclentss que consumer agentes activos Como Orlistat. 

Pot su parte on Ia$ I4neas I a 3 de Is pàgine 2 del ofirwarl D2 Sc 

menclona claramente qua el problema ebordado or diclia anterlorldad or 

aquel relacionado con 14 necesidod de obtener diet composiclon inbibidore de 

litotes gastr ntestl naPes capaz de mci Orar la eficaCia Vto Is potenCia del 

aqente intlibidor de lipasas (por ejemplo orlistat) Cars niinimlzando 

sprinxertdc �1 gorev anal de acefte we as Observe ocosionetmente at 

pacientes tratados Con inblbidores de lipaxas. 

En consecuencla, as claro qije Is persona meianamente version en Is 

moterja Cut estE Interesada an obtener ma conposiCión Iarmaceutica Cut 

permits ellmlner to dependencies qua exists entre e1 tlpo de comida ingeroda 
v 

Is actividad del orlistat como agents lnhlbdor de Ilpasas gastrolntestlnales, 

no habria conIdei-ado as enser anzas de documentos del site prevlo que, 

como on ci caso de Dl V 02, no as encventract dirigidos a soludonar el 

Milano problems tØcnico, toot van qua dlcha persona medianamente veranda 

on is malarIa no as Carlo ncitaa a toner an cuenta tales docqimentos 
mLjcho manna enclontraria a solucidn propuesta en Is presents Invenciôn. En 

otras palabras. me permito sealar qua La persona medlanamente versada an 

Is ruaterla no DodrFa encontrar an lot dotumentos Ply 02 alguna Indicaclon 

tthcnica qua Is sugiera Is soluclon a in problema tcnico qua nose Qlantea en 

tales documental. 

VIStO 10 anterior, me perniito manlfestar ante ese Oespacho qua Is solicitud de 
parents an tuestlôn presenta un I nequivoco carØcter Inventivo rrente a Its 

enseranzas de Its docurnent(a Dt, 02 0 I combination de Its mlsnos, cumpliendo 

po, lo tanto a cabalidad con lot disposiclones Is patentabilidad establecidas an ci 
ArticuIc 18 de Is Decision 486 its 2000, 

’(]iL’4 *H,flI,1njt I 1a14 t.Ha.flS1SIiI 4U*rl4jj 

I’malmenter its Is manera mu Caere me permits resaltar ante ass Despacho 

qua Is soilcitud de detente an cuestlOn ya he sido aceptada por Ins Oriclflas de 
Propiedad IndQstr,al de Is UnlÆn Europ,a fZP 1399152 di y Per.) (Patente 4862 - 

concedida ci 23 de Fnero de 2008). 

Ante todo, as preclso sealar qua con Is Informaclan menclonada anterlornente 

de ninguna manera pretendo desconocer Is Independence de Is Me gOZa In 
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Superintendencia de Industria y Cocnercio al rnornentc de analizar Its meritos de 

patentabilidad da una solicltva, de acueraQ con Its disposiciones del C*n,enlo as 

Paris pal-a Is protection de Is propledad Industrial. 

Sin embargo Si considero de gran importancia resaltar a’ hecho de que la 

materia tØcnLca revelada an I, soloducl de patente an cuestion he sido catalcoada 

como novedosa, inventive a industrialenente apilceble par los EkamInadores de las 

oricinas de Propiedad Intelectijal de los paises V reglones previamente rijencionados, 

entre Ins Ave Se cuenta Peru esto as, on pals qua hace pence as Is Coniunidad Antics 

de Naciones V qua POF 1° tarito comDarte Con Coombla Is misma legLsIacion an 

materla de patentes hecho and evidentemente represents to claro Indiclo de qua Is 

� materla tecnica revelada an Is  soilcitud de patente negada pot ace Despacho cumple 

a cabalidad con Ps requisites de patentabilidad establecidos an Is Decision 486 de 

2000. 

kt.fltkI�i44J 

Os conlormidad con lo mencienado an el Creosote memorial, 55 claro qua las 

novedosas composlciones Irmaceuticas reveladas an Is presents invencion perrniten 

solucionar el problerna tØcnlco relaclonedo con a dependencia Coe existe entreel tlpo 

as comida lngerida y La actlyidad del arllstat como a9eflte mlii bidor de llpas 

0astrokite5tinales  10 cual corresponde a up irnportante aporte al estado de Is tecnIc 

anterior. an este sentido, tamblØn at darn que tales compornciones pretentan Un 

inequlvoco carcter lnventivo Irente a las enseanzas de los Oocumentos Dl, 02 0 Is 

CombinatiOn on as niismos, toda yea que dichas anterloridades no Se encuentran 

dirigidas a solucLonar el mismo problems tdcnico V tornpoco Is snsesn a  sugleren 

a In persons medlanamente versada an Is maLaria qua una composicldn que 

comprende orlistac y U fl n,onoester de Æddo grace as Sacarosa seleccionado entre 

55 Ca rosa au roto, sacarosa ni irista to coca rosa paIn, it. to saca rosa estea rato, 

sncarosa.-aquidonato y sacorosabehaneto permits eliminar Is dependencia der agent, 

active con el tipo de comida lngerlda par el paclente bajo tratanilento. 

Por IC unto, teniendo an cuenta los argumentos tdcn’tos presentados palo 

demostror el nequlvoco carªcter inventive  a, Is invenc16n an Potation, results 

conipletamente claro que 55 ran superado las objeclones expuestas par el senor 

Esa minador an su Concepto TØcnico, / par In Canto, dicha invenciOn at merecedora 

del privileglo de patents solicitado, 
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SUPERINTENDENCIA DE INOUSTRIA Y COMERCIC 
DIECCI6N DE NUEVAS CREACIONES 

Radicacion No. 03 ioe 075 
Clasificacior, Internacional (IPC): AGIK 31/437 
Concepto Tócnico No. 4066 

Patente de invercion z Patents de Modelo de Litilidad 

Via Nacional El 
Via PCT (fase nacional) Cap.i Cap. 

No So]. International FF01113793.2 
Fecha de PFeserltación internal. 06/06/2001 

Como resultado del examen detinitivo realizado can fundarnento en el articulo 48 
de Is Deojsion 486 de la Cornision do la Comunidad Andina, Se Is comuriica: 

Documentos estudiaclos 

Description: Folios 39 a 74 como Se rathco incielrnente. 

Reivindicaciones: Folios 75  80 come Se radioo inicialmente 
Folios 176 a 180 conic Se moditLob an fase nacional. 
Folios 197 a 200 come so modifico an fase nacional. 
Folios 226 a 228 come Se rnoditicó an  fase national. 

Dibujos: Folios9B a 102 comb Se radicO inicialmente 

Oposiciones: Folios l 16 a 159; opositor: TECNOQULMICAS SA: 

Rta. del Solicitante: Folios: 162 a 174 frente a   oposicion 
Folios : 187 a 195 frente a Concepto Tecnioo 989 
Folios: 223 a 225 frente a Concepto Tecnico 2607 

Objeto cle Is invención 

El Titulo do Is solicitud es COMPOSICION FARMACEUTICA QUE COMMENCE 
UN INHIBIDOR DE LIPASA V UN ESTER DE Acioc tRASC DE SACAROSA, 
1.1 

El oblate de Is presents soilcitud de patente do invencion consiste an  

Reivindicaciones 1-20: Composiciones qua contienen Orlistat. 

El problems planteado an esta solloitud as Is necesidad de uria composición de 
inbibidor do iipasas cuya etectividad no depends do Is close de aliniento ingerido 
tenga merios eFectos secundarios (faho 39). 

Exp. 2003 106 075 - Concesion 
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Para soluconar esle problems tecnioo Ja solicitud an estudio proporciona una 
composician are cordons Orlistat. 

PC: AOIK 31)437 

Do Is solicitud de Patent. 

Descripcian (articulo 28 D. 486) 

La descripciOn cumplo con los requisitos de cjaridad do acuerdo con el articula 28 
do Is L)  486. 

Rojvindicaciones ’a4/cu/o 30 D 486) 

Posterior a as modlijoaciones realizadas par el solicitante, se ericuentra quo at 
capitula reivindicatoho defŁne, as clara y conciso y ademÆs osth a suficienteniente 
susteritado per Is decripciO,. Par to anterior, las reivindicaciones si cumplen can 
el an  30 de Is Decision 486. 

S 
Excopcion ala patentabilidad (wI/cu/a 200466 literal a) -d)) 

Una vez realizadas las modificaoiones al capitulo reivindicatorlo, sogun Los 
requerimientos realizados an clad. 45, ya no existeri reivindicaciones exceptuada 
de patentabilidad, y par a tanta at objeta de is solicitud no as encuentra dentro del 
alcanco de las excepciones. 

For La anterior, as reivindicaciones cumplen can el arflculo 20 S La a 486. 

Anhlisis do to Oposicion (arf/cuio 43 0. 486) 

Oespues de Is lectura de los argLlmentos presentados par el senor Joss Luis 
Reyes, asi come de Is respuesta par pane del solicitarite SB canoluye Ia siguiente: 

Las oposioiones presentadas par el Dr. Reyes so fundamentan en quo los 
inhibidores do lipasa come arlistat son concedes desde 1985, asi camo sus 
formulaciones son conocidas desde areas de Is fecha do ,rioridad de Is pressynte 
solicitud y qua los Wares de Æcido graso do sacarosa son coriocidos an el estado 
de Is tecnica. Do otra pane arguments que las composiciones quo se reivindican 
son anticiparfas par of daoumento WO 00/09122 quo ravelan composciones do 
orlistat, ernulsificarites cor,o esteres de Æcidos gases do sacarosa y otros 
exoipientes, tambiØn cita el documento WO 01/19378 que ensena composiciones 
do Lnhibidor as lfpasa y on ester do dcfdo graso do polio1 (azUca rosY. Finalmenle 
dice que el procedimielto reivindicado as indeterminado y que hay 
roivindicaciones de use y de metodo de tratarniento. 

El solicitante arguments an su respuesta a las oposiciones que primero so hioiorori 
rnodificaciones at capitulo reivindioatorio y segundo el opositor no he side capar 
do identificar of problems tØcnico a resolver y quo no carnetido grandes erroros de 
apreciacion y que bay incongruencias en 01 planteanilenta de falta de novedad. A 
continuaciOn explica que bay diferencias entire las composiciones plateadas an 
WO 00109122 ya que esta solo Sc reasons con cii ester do acido graso, mientras 
Is presente solicitud revels mazda de estos; an cuando al docurnento WO 
01/19378 dice que Øste no revels ningn ejemplo especifico qua cargo beta las 
reiviridicaciones de is presente soficitud. Finafmente dice qua el captulo 
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reivindicatorio preseritado (folios 176-180) supers las objeciones del opositor, 
debido a qua no coritiene reivindicaciones de use  

Tenierido an cuenta lo anterior, or bien an of Oficie 8524 de 13.07 07 Se tuvieron 
an cuenta las documentos eitados per Is oposiciOn cars Is evaluacian del nivel 
inventivo, vale is pens aclarar quo como respuesta a cliche Oficio, of solicitante 
presents Un nuevo capitulo reivindicatorio (folios 197-200), an doride so restringiO 
dentro del coritenido de Is oomposioion a monoester de sacarosa do acido graso, 
(ya quo los documentos citados per Is oposiciOn describen composicianos de 
orlistat an donde Se utilizan poke stares de sacarosa do acido graso), baciendo quo 
dichos documentos ye no Sean relevantes pare objetar el nivel inventive do Is 
presents salicitud; edemas an su respuesta el solicitante expires las ventajas de Is 
utilizaciOn del nionoØster de sacarosa dentro de camposiciones quo contrarian 
orlistat ( ver ejemplos 1 11 y IS), an donde se demuestra qua Is utilizacion del 
rnon%ster de sacarosa soluciona �1 problems de ofectividad del orlistat qua 
presenraban las composiciones c.onocidas an el estado de is tØonica. 

En conclusion, el nuevo capltulo reivindicatoria presentado ya no so ye atectada 
� per los documentos WO 0019122 y WO 01/19378 adjuntados con las oposiciones 

presentadas y, per Ia tanto dichos documentos no son relevantes para el estudio 
del nivel inventive de Is presents solicitud. 

Determinacion del Estella de to TØcnlca 

La fecha quo Se he tenido an cuenta pairs determiner of estado de Is tØcnica as  
0606 2001 

Consultadas las bases de datos con qua cuenta Is oficina y lea atras fuentes 
utilizadas cars determiner ci estado do Is tecnica y habiØndose subsanado las 
objec{ones realizadas an ci anterior convertor teonico 1512 no so encontro 
documento alguno qua afeote el oblate de Is solicitud. 

Analisjs de patentabilidad (articulo 14 D486) 

Novedad (articulo 16 D. 486) 

Se reivindica una composicion farniacCutica quo comprende orlistat, Un ester do 
acido graso do sacarosa an donde el ester de Æcido graso S sacarosa es Un 
monoester, y opcianalmente uno 0 flaB excipientes farmaceuticamente 
aceptables, an donde dicho monoester as seleccionado entre sacarosalaurato, 
sacarosamiristato, sacarosapalni itato, sacerasaestoarato, sacarosaraq uidonata y 
sacarosabehanato.’ if  226) 

Nose encantro dentin del estado de Is tecnica, docuniento alguno qua evidenciara 
Is oxistencia do Is  invencion pare el momento do Is presentacion priaritaria. 

Portal razOn las reivindicacianes I a 20 folios 226 a 228 son novedosas seg’n lo 
estipulado en ci articulo 16 de Is Decision 486. 

Nivel Inventive (articula 18 0486) 

Las reivindicaciones estudiadas carrosponden del numeral 1 a 20 contenidas los 
folios 226 a 228. 
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Aunque Its documentos citados an las anteriores requerimiontos intentan resolver 
el problems tecnioo planteado iniojalmente an Is solicitud, se soeptan los 
argumeritos del solioltante par cuanto Ia nueva composicion as encuentra fuera del 
alcance citado an el documento Dl y D2. Debidc, a qua Ia descripcion demuestra 
el efecto de Is oomposiciOn reelamada y a qua no existia evidencia pars un teonico 
media versado an la niateria de due las forrnulaciones de Orlistat con monoestores 
de Adidas gases de sacarosa lograran minimizer sustancialmente Is dependencia 
de Is comas del Orlistat. 

For consiguienle Se concluye quo Is presents solicitud tiene nivel inventive de 
acuerdo a In estipulado an �1 an  18 de Ia Decision 486 de Is Comisian de Is 
Cornunidad Andina. 

Aplicación industrial (arflculol9 D 486) 

Las reivindicaciones estudiadas corresponden de Is numero 1 a Is 20 contenders 
or he folios 226 a 228. 

La presents inverlciOn Si tiene AplicaciOn Industrial ya qua su oblate puede ser 
aplicado an Is industria de farniaceuticos 

Conclusion 

En conseouenoia y per todo In expuesto anteriorr,,ente, se reoon,ienda Conceder 
las reivindicaciones: I a 20 (folios: 226 a 228) con el titulo "Composicionos 
farmacØuticas que comprenden Orlistat coma Un inhibitor de Ilpasa y Un 
monoØster de aside gross de sacarosa". 

Bogota, D.C. 

� CONCEPTO TECNICO EXAMINADOR 
No. 4088 . Codigo No. 202092 
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AVISO DE NOTIFIGACION JtrtayC01W’9 

CORREO CERTIFICADO 
SUPERit TEND EN CIA 

Radloaclôfl a -I oboTh- .20.0 Fecha: 2011224 09:4s 11 

I TrnhiIo II PATENTEIVI! I 
I &ento 79 FAflMAOIONALII I 
I ActuflLôn 432 COIQNICA0TOADM I D,stInathdo JOSE LUIS REVES VILLAMIZAR Folio, 

Senor (s) (Cs) 
JOSE LUIS REYES VrLLAMIZAR 
CARRERA 17 NO 88- 23 OF 205 
BOGOTA D.C. 

Referenda RESOWCION 9570 
Fecha: 23)0212011 
Expediente 3-106075 
TrØmite: 11 FCf-PATENYE DE fifil CAPrTUWS I Y II 
Evento: 379 FASE NACIONAL INGLUIDO CAPITULO II 
ActuaciOn: 432 COMUNICACION ACTO ADMINISTRATIVO 

Ccmeddan,enEe Ic solicita presoritarse a este Despacho ubicado en ia Carreia 13 No 27 - 
00 Piso Toronto (3), de to cLudad do BogotA D.C., control del tArmino do chico (5) dies 
habilos contados a partir del anvil do Is presente citaciOn, an horario de 8:00 am, a 4:30 
p.m. jornada continue, con elfin de nothficarle personairnente al contenido de Ia resoludon 
de Is referenda proferida dentro dot expedients tramilado con of ncimoru do radhceciOn 
citado ens’ astjnto. 

Do no hacarse presente an eI termino indloado anteriormente, la providencia an mencion BE 
notificara per edicto el cual be fijara pr el tOrmino de diez (10) dias an ci Centro do 
Dooumentación e InformaciOn. 

Pare su comodidad el faxto complete do a resolucion se encontrara disponible an Is pagina 
web do la Entidad desde el die habil siguiente at be so notiticaoion, la cuet podrA ser 
consultada desdo Un computador con acceso a Internet, an Ia pagina WAN.sic.gov.c0, con el 
numero de resoluciori a troves de la opciOn trÆmitos y servicios - do carctor general 
transversal consults aclos adniinstrathvcs y providencias. 

En caso de qua as haya notiticado, hage case omiso de este aviso. 

Seeretaris General 

SUPERINTENDENCIA DE INDUSTRIAY COMERCLO 

Sede ce,*o: CBfMFB 13 No. 17-0* psos c. 5. 7 y 10 PBX : 5570000 

Al cfi(StIar favor itdique S 1net0 de sede CAM: Ae Ce.., M Mo. 2- 55 It To 5007O 

redicacion coneJnedo on el ’licker 051 Center 8511240 . I_thea 01 aO0.9 10165 
Web: www.smc .oQ.co e4nail: mr.f0'sic.ov. 00 

soia D.C. Gthmbte 



1102 AVISO DE NOTIFIGACION lndustna y Comercio 

CORREOCERTIFICADO 
SUPER NTE N4 E NC IA 

a10075. 194F101.Nl142-MWM11 S: 
TtaFdte 11 PATMTEIVII 

I Ev�iito 37D MENAMONAL11 
I Actuation 432 COMUNICACTOADM 

ALIA LLOREOA RICAURTE 

Seæor (a) (Os) 

ALICIA tIOREDA RICAURTE 
CALIF 72 NO.5-83 P1805 
BOGOTA D.C. 

Referenda RESOLUCION 9570 
Fecha 23/02/2011 
ExpedLente 3-106075 
Tramiie: 11 PCT-PATENTE DE INVENCION CAPITULOSI VII 
Evenlo: 379 FASE MACIONAL INCLUIDO CAPITULO Ii 
Actuacion: 432 COMUNICACION ACTO ADMINISTRATIVO 

Cornedidamente le solicilo presentarse a este Despaaho ubicado en la Carrara la No. 27 - 
00 piso Teroero (3), de la ciudad de BogotØ D.C., denim del terrnino de cinco (5) alas 
bªthles cniados a panir del envio de la presente oitacion, an horaric do 8:00 a.rri. a 4:30 
p.m. jornada continua, con elfin do notificarle personalmento el coritenido do la resokcion 
do la referenda prolerida dentro del expediente tramitado con el ntmero do radicaciOn 
citado an el asunto. 

De no haoerse presents on 0$ ermine indicado anieriormente, la providencia on mencian se 
notifLcarÆ por edicto, ci cual Se fijara par el termino do diez (10) dies an el Centre de 
Documentacion e Informacion. 

Para su comodidad ci toxto complelo de la resoluoion se encontrara disponible an la pAgina 
web do a Enidad desde el dia Jbil siguiente al de su notificaciOn, In cual podrÆ ser 
consuliada desde un commutator con acoeso a Internet, an la pâgina www.sic.gov.co, con el 
nimero do resoluoion a traves do la opciOn tramites y servicios - do carÆcter general 

40 
transversal - consulta actos adrninistrativos y providencias. 

En case Oe qua so haya notiricado, haga caso omiso do sate aviso 

Secretarla General 

SLJPERINTENDENCIA DE INDUSTRIA V COMERCIO 

Sde Cenhjo; Carrera 13 No. 2700 psos 3,5, 7 y 10 PDX; 5B70000 
Al contealar (aor indiue el n0u,ro de sse CAN; Ac Cwrara SD No. 26-55 It. Z T& 5WC070 

radaaja., oo.1irado wn or stickar CS Ceuter 653248 . Ll,?E C tnOO4?0 ’85 
Wet; s a.0cV.00 e-mail; j.(osic.ov.tQ 

Sogot D.C. Colombia 



REVS & REYES 
A B 1 U A LI U 

Senor (a) 
Director (a) do la Division do Nuevas Creaciones 
Supeæntendenca de Industria y Coniercio 
E. S. D. 

Ref.: Resolución : 9570 
Fecha 23/02/2011 
Expediente NO. : 03-106075 

Yo JOSE LUIS REYES VILLAMIZAR, dentitcado corno aparece aJ pie de ml firma, 
autorizo al senor BLADIMIR GOMEZ identiticado con C.C. No.79863.081 de 
Bogota, pare que en mi nombre se notiOque de a resoTuciOn enunciada en la 
referenda. 

Ptentame nte, 

JOSE LUIS REYES VIaAMIZAR 
C.C. No. 79152.473 do Usaquen 
1.P. No. 44655 del CS. de ia Jud. 

C] 

’I 



Jndustria y Comeito 
SUPE RI NIEN U F NC IA 

REPIJBLICA DE COLOMBIA 
SUPERINTENDENCIA DE INDUSTRIAY COMERCIO 

RESOLUCION No. 
Par Ia cuel so otorga one patents do invonclOn 

CERTIFICADO No. 

Red. PCT/ 03.106075 

EL SLJPERINTEWDENTE DE INDUSTRIA V COMERCIO 
an ojerccio de sus facultados Iegales, en especial de ias conteridas en el numeral 38 del 

articulo 3 del Decreto 1687 de 2010. 

� 

PRIMERO: Quo mediante escrito radicado an esta Superintendencia el dIm 02 de diciembre 
do 2003 can el N’ 03106075-00000000 Is doctors Alicia Lloreda Ricaurle, an su calidad de 
apoderada de F. Hoffmann - La Roche AG, presento Is solicitud do patents de invenciOn 
titulada COMPOSICION FARMACEUTICA QUE COMPRENDE UN INHIBIDOR DE LIPASA 
V UN STER DE Acioo GRASO DE SACAROSA, correspondiente a Is solicitud 
internaconal PCTIEP 02/06689 de fecha 29 de mayo de 2002, para qua Se iniciara Ia fase 
national en virlud del Tratado de CooperaciOn an Mai de Patentee (POT). 

SEGUNDO: Que el extracto do esta solicitud tue pubPicado an Is Gacota do Is Propiedad 
Industrial NO 554 del 29 de)uiio de 2005, habiendose presentado oposcian par parte de Is 
sociedad Tecnoquirnicas S.A., representada legalrnente par so apoderado doctor JosØ Luis 
Reyes Villamizar, oposicion quo una vez fue estudiada par ci Despacho, no desvirtuô Is  
patentabilidad del objeto an estudic camc as analizarÆ rims adelante. 

� TERCERO;  One realizado el examen de fondo mediante Oflcio ft 8757 y notificado Par 
fijaciOn on lista of 09 No Julio de 2010 Se requiria at solicitante en los terminos del articuto 45 
de a Decision 486 de Is ComisiOn de is Comunidad And ins, Para qua presenters respuesta 
a las observaciones do carÆoter tecnico visbles a folios 229 a 233 del cuademo 
adniinstathjc, retacionadas Con Ia patentabilidad 0 cumplimiento do be requitos 
establecidos par esta DecisiOn, pars la concesiOn de La patente. 

CLJARTO: Que el solicitante mediante escrito radicado baJo of nOmero 031 06075-0001 - 
0000 del 01 de octubro de 2010 respondiO oportunamente of requerimiento formulado, 
presenta as aclaraciones correspondientes an relacian con las observaciones carÆcter 
tecnico efectuadas an of examen de fondo. 

Analisis de Is oposición presentada por Is sociedad Tecnoquimicas S.A. 

La oposicion presentada par el doctor JosØ Luis Reyes Villamirar as fundaments On el 
hecho do qua los inhibidores de lipasa como orlistat, son conocidos desde el ano 1985, at 
igual quo sus formulaciones son conocidas desde antes ic is iecha de prioridad S a 

r7 
Pgji,a1 d84 See dCeMro:Grrer 13N0.27-0P111S3,4,5y10. 

8,W0 CAN: Ai Garrera 50 No27.55, InL. 2 
Conmqjtadores; 510000 V 586024 

rOX 587M4. Urma 0180000-910165 
Web: 0-flail Infos110 001. NO 

o . CoImnbi 

.1:1 
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Industria y Cornercio 
SUPERINTENOENCIA 

REPUBLICA DE COLOMBIA 
SIJPERINTENDENCIA DE INIJLJSTRIA V COMRClO 

RESOLUCION No. 
Per Is coal so oto,ga una Patents do invention 

CERTIFICAIDO No. 

Rad. PCI! 03-106075 

presents solicitud, to mismo ocurre con los Østeres do Øcido graso do sacarosa, que 
tambien son conocidos an el estado do Is tecnica. 

Arguments el opositor quo las composiciones que as reivindican son arilicipadas por el 
documento WO 00/09122, quo revels composiciones do orlistat, emt4sificantes coma 
Østeres do Æcidos grasos de sacarosa y others oxcipontes, tambiôn cite  coma referenda el 

� documento wool/I 9378, quo ensena composiciones do nhibidor do lipasa y Un ester do 
6cid0 graso de poliol (azücares). Finalmente dice quo el pr000dimiento reivindicado as 
indeterminadc y quo hay reivindicaciones do usa y do rnetcdo de tratamiento. 

Per su parts, el solicitante arguments an su respuesta que se biciorori rnodificaciones at 
capitulo reivindicatorio, que el opositor no he identificado 01 problema tØcnico a resolver 
quo se presentan orroros de apreciacion e incongruencias on el planteamiento do falls do 
novedad de la solicitud. Explica que hay d’forencias enfro as composiciones plateadas an 
Is anterioridad WO 00/09122, per cuanto ósta solo so relaciona con Un ester do acido 
graso, mientras quo Is presents solicitud revels mezcla de Østos. 

En cuando al docurr’ento WO 01119378, Senala quo Øste no revela ningun ejemplo 
ospecifico descrito an el capitulo reivindicatorio de la presente solicitud. Finalmeflte dice 
que el capitulo reivindicatorio prosentado (FIs. 176 a 180) supera las objociones del 
opositor, debido a quo no contiene roivindicacionos do use. 

Teniorido on cuonts lo anterior, si bien an el Oticio 8524 del 13 do julio he 2007 as tLMeron 
an cuenta los documentos citados per Is oposicion pan Is evaluacion del nivol inventive, 
vale Is Pena ac rar que come respuesta a dicido Oflcio, el solicitanto presents Un nuevo 
capitulo reivindicatorio, on donde Se restringo dentro del contenido do Is composiciôn a 
fnonoes(erde sacarosa S àcdo graso, (tenlendo en cuonta qua Jos documentos citados 
per Is oposicion doscribon composicionos de orlistat en donde 55 utilizan po!iesteres de 
sacarosa do acido graso) haciendo quo dichos documentos ye no Sean relevantos Para 
objetar el nivel inventive do Is presonto solicitud, edemas on an respuesta el solicitanto 
expiica Jos ventajas de Is utilizacion del monoestor do sacarosa contra do composiciones 
que contienen orlistat ( Ejemplos 1, 11 y 13). en dondo so demuostra quo Ia utilizacion del 
monaesterde sacarosa, soluciona ol problems de ofectividad del orlistat que prosentaban 
las composiciones conocidas on el ostado de Is tocnica. 

En conclusiOn, el nuevr capitulo reivindicatorlo presenlado ya no $o ye afectado per Jos 
documontos WO 00/9122 y WO 01/19378 adjuntados con Is oposicion prosentada y, per 
lo tanto dichos documentos no son rolevantes pan el estudio del nivol inventivo de Is 
presents solicitud. 

Foin 2 de 4 Sede CenIio: cerxera 13 No. 2700 Pisos 34,5 y 10 
6ede CAN: A. CarTe(a 50 No. 27-55 In  

nmLjtadoieS SBThXO y 58$04 
Fax: 5S10284. Lmnea oio0oo-g 10165 

Webffijt.SOM&Q 01111  

Borta D.C. -CoIornbLa 
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fndustria y Comerdo 
S Li P ER INTE NDE NC IA 

REPUBLICA DE COLOMBIA 
SIJPERINTENDENCIA DC INDUSTRIA V COMERCIO 

RESQIUCION No.:. 
Porla oval Se otorga one pato,ite do invenciOn 

CERTIFICADO No. 

Rod. PCT/ 03-106075 

QUINTO: Queen virtud do to dispuesto an el articub 14 do La D0c1si641 466 expedida purist 
Comision de la Coinunidad Andilia 71]os poises membms otOrgaren patentos Pam his 
invanciones. seen cia products o do procodimionto, an loons firs Campos be to teonologla, 
siempre qua Sean nuavas, tengan niv& Thvantivo y seen suSceptiblas cia aplicaciOn 

indusUjal. 

SEXTO: Que an el presents caso las reiviridicaciories 1 a 20 contenidas an os ioUOs 226 a 
228 cumplen los requisitos ndicados an at considerando anterior Yen consecuencia, este 
Despacho encueritra procedente conceder para las rnismas Ia patente solicitada. 

SEPTIMO: Qua de acuerdo con el objeto concedido se modifica at titulo de la invenciOn, el 
cual quedara Us Ia siguiente nianera: COMPOSICIONES FARMACEUTICAS QUE 
COMPRENDEN ORLISTAT COMO UN INHIBIDOR DE LIFASA Y UN MONOESTER DE 
ACIDO GRASO DE SACPJOSA’ 

RESUELVE: 

ARTICULO PRIMERO: Otorgar patente de invenciOn a Is soliaitud que entrO an fase 
nacional an virlud del Tratado de Cooperacion an Materia de Patentes (PCT), pare Is 
creacion titulada: 

. 

1’ COMPOSICIONES FARMA GEL/TI GAS QUE COMPRENDEN OnUS TAT GOMO UN 
INHIBIDOR DE LIPASA V UN MONOESTER DE ACID0 CRAW DE SACAROSA 

Clasificacion lPC: A 61 K 311437  

Reivindicaclonos: I a 20 Folios: 226 a 228. 

Titular: F. HOFFMANJI - LA ROCHE AG. 

Domici/ior Basilea, Suiza. 

inventores: Karsten Meader, RainerEugen Ma/fin, Susanne Raab, Lukas ChHstoph 
Schaibler, Thomas Schindlery Marco Schroeder 

Priorkiad N: EPO 01113793.2 Fec/ia: 06 do jun10 do 2001. 

Solicited International N°: PCT/EP 02/05669 Fec/ia: 29 be mayo be 2002. 

PS0Ina3d4 Sane c tic; Cernae 13No.27-00P13.4.5y10. 
Sede CAN; Av. Carrela 50 No 27-P5  IlU. 2. 

Corimijiadores 5870000 y 5880234 
FaIc: 5870284 Linea 0180000-91 0O5 

Web: b8po e-mail: infpJcpisn 
8ogot D. a - Combi 
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bidiunstria y CłmerciNTE

 NDN C A 

REP&JBUCA DC COLOMBIA 
$UPERINIENDNCPA DE JPJDLJ$TRIA V COMEROIO 

RESOLUCION No. 
Par is owal se otorga tins patne do invenc(on 

CRtlFICADO No. 

Rad, PCT! 03-106075 

VJgente dest 29 do mayo de 2002 Hasta: 29 do mayo Do 2022 

AR11CULQ SEQUNOO: El tftu$artendrÆ IDS derochos yes obligaciotles estab{ectdos an Is 
Decis6n 486 dale Comisiôn de to  Carnunidad Andina yen IDS dernas disposciones Pegaiss 
vigentes sobre propedad indus&ial, precisando quo pare mantoner vgene a panto Se 
debars cancear Is tase shoal do man%en}n’iento, conforme)0 dispone el articuto 80 do Is 
reterda norma oumunitaria. 

ARJ1CULO TE&CERO: Entregar afli%uar copa autØntica de osta resoiucEOn yet certhscado 
do patente, prevas las anotaciones an IDS laoros do regstro. 

ARTICULO CUARTO: No�&ar personalmente S conlenido dale presents resolucOn a to 
doctora Aftoja Uoreda Rocaune, an su ca!dad do apoderada do F. Hoffmann - La Roche AG  

a! doctor Jose Lots Reyes V!an1zar, on so cidad do spacers  do leenoquimicas BA, 
sociedad opositora, 0 a qtMnes hagan sus veces, entregÆndoles cOpia do Is misita, 
advrtendoes que contra ella procede of recuso do repcstcon ante el Supeæntendento do 
ndustria y Comerc(o, del coal podran hacer iso al momento do Is natificac!on persona( o 

dentro do losS dies habpes &giAentes a elta. 

WOTIF!QLJESE V CUMPLASE 
Dade an Bogota, D.C., a (as 

EL SUPERINTENDENCE QE INOUSTRIA V COMERCID, 

p flA\ 
josÉ M GI CALLE RESTREPO 

r7 
0°c to 
AliciA LIOREDA RICAURTE 
Cane 72 N°-83, Pon 5. 
aogo(a DC. 

Doctor 
JOSE LUIS REYBS VILLAMIZAR 
Cariera I? No 88- 2, 0$. 20e, 
Bogota D.C. 

Sede Oen,o: cairera I J No. 27-00 PJSOG S.4 .0 y 10. 
Sede CAN Ay. Cac(era 50 N. 27 56. h. 

COnJtOreS. 0e70000 ’j 
IV Vaw. Ua DiO0O191O65 

Web: Qwjis&4 e.ma: 
c4e c. - 0pts 
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