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FUNDAMENTOS DE LA OPOSICION: 
Causal: Incumplimiento de requisitos de patentabilidad (Titulo II, Capitulo I, Decision 486 do 2000). Se violan los 

art1cuIo 14, vas patentes do invenciOn deben ser nuevas, toner nivel inventivo y ser suceptibles de aplicaciOn industrial), 16 

(una inenciOn se considera nueva cuando no es obvia, ni se deriva de manera evidente del estado de la tØcnica) y 18 ( una 

invencin tiene nivel inventivo si no es obvia para una persona versada en la materia) 

Justificaci6n: Ver anexo 
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Comprobante de pago de la tasa 

Poderes, Si fuere el caso 

Pruebas de los fundamentos de Pa oposiciôn 

Documentos qua acrediten el legitimo interØs, SI fuere el caso 

Certificado de existencia y representaclOn legal de las partes, cuando sean personas juridicas 

Copia de Pa oposiciOn para el traslado al solicitante. 
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Seæor 

SUPERINTENDENTE DE INDUSTRIA V COMERCIO 

E. S. D. 

REF: Expediente 05-129-656 

TITULO SOL.ICITADO: "Composición farmacŁutica que contiene (S)-I-

(28, 3S).3-hexil4-oxo.oxetan-2-ilmetil dodecil N-

formil-L-Ieucinato" 

PUBLICACIÔN: Gaceta 577 de 29-06-2007, nUmero de publicación 

99 

SOLICITANTE: Grupo Internacional FarmacØutico GRUFARMA 

S.A. 

APODERADO: Maria del Pilar Galindo. 

TRAMITE: Presentaciôn de Oposición 

JOSÉ LUIS REYES VILLAMIZAR, mayor de edad, identificado como aparece 

al pie de ml firma, abogado en ejercicio, titular de la tarjeta profesional nUmero 

44655 del Consejo Superior de la Judicatura, obrando en calidad de apoderado 

de las sociedades TECNOQU1MICAS S.A., y LAFRANCOL S.A., en ejerciclo 

de lo dispuesto por el articulo 42 de la Decision 486 de 2000, muy 

respetuosamente me ,prmito formular la siguiente 

I. PETICION 

Negar el beneficio patentario a la solicitud contenida en el expediente 05-129- 

656 por no cumplir con lo dispuesto por el TItulo II - Capltulo I, artIculos 14, 16 

y 18 de la DecisiOn 486 de 2000, con base en los fundamentos que me permito 

exponer a continuaciôn. 

fr1" 

Carrera 17 No. 88-23 Of. 205 Tels.: +57 1 655 7795, +57 1621263 1,  Fax: +57 1 621 2542 
inforeyes-abogados.com - www.reyes-abogados.com - Bogota, Colombia. 
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Asiste a TECNOQUIMICAS S.A., Y LAFRANCOL S.A., legltii’o interØs para 

presentar esta oposición, pues Is eventual concesión de la solicitud restrIgia 

injustificadamente el empleo de ,Ptas sustancias y composiciones 

farmacØuticas carentes de nivel inventivo, en detrimento de sus legitimos 

intereses comerciales y de la libre competencia. 

III FUNDAMENTOS DE LA OPOSICIÔN 

La solicitud en curso reivindica una composiciôn farmacØutica que contiene 

como principlo activo (S)-1-[(2S,3S)-3-hexil-4-oxo-oxetan-2-ilmetil] dodecil N-

formil-L-leucinato (Orlistat), conjuntamente con auxiliares de formulación 

apropiados, un estabihzante, para formar grÆnulos irregulares de tamaæo de 

particula en el rango de 0,1mm a 0,25mm, utilizados en la fabricaciôn de formas 

farmacØuticas orales como capsulas. 

3.1. La composición farmacØutica de las reivindicaciones I a 11 carece 

de nivel inventivo. 

Es claro para ese despacho que los inhibidores de lipasa -Orlistat, entre otros-, 

sus propiedades, e indicaciôn terapØutica como inhibidor de hpasa 

gastrointestinal, se conocen en publicaciones desde 1985; es este el caso de 10 

revelado en la solicitud europea EP 0 129748, equivalente a Is patente 

S americana US 4,598,089 y concedida en 1986-07-01. Estas patentes, segün 

información de la Division de Nuevas Creaciones de la SIC, tal como le consta 

al Despacho, no fueron solicitadas ni concedidas en Colombia, y en 

consecuencia, nunca tuvieron ni tienen en la actualidad protecciOn patentaria en 

Colombia. 

De igual manera, es conocido internacionalmente el empleo comercial de 

Orlistat en productos farmacØuticos bajo diversas formulaciones y formas de 

presentaciOn, todos ellos para el tratamiento de la obesidad’. 

Le forma que al examinar el objetivo verdadero de los grânulos y los 

Øxcipientes, con los que se presenta el principlo inhibidor THL, tampoco nos 

econtramos con nada que tenga ni novedad ni altura inventiva. Para no alargar 

nas este aparte con repeticiones sobre Ia que es obvio, concluimos que la 

ptente 4,598,089 revela una anterioridad evidente del compuesto 

omo ejemplo hago notar que el producto XENICAL fue aprobado por FDA el 23 de abril 23 
de1999. 
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tetrahidrolipstatina, THL, como inhibidor de la lipasa junto con excipientes 

adecuados y que es ütil en el control o prevención de la obesidad. 

Este compuesto, denominese as! o THL como venimos haclØndolo, segUn se 

ha demostrado, no podia ser patentado en Colombia, ya que su estructura 

quimica 

estaba en el estado de la tØcnica desde mucho antes (por Jo menos 

desde 1986) a la fecha de presentación de la solicitud materia de la patente 

acusada y de las prioridades que Østa reivindica. La molØcula 
cuya 

patente se 

solicita es por todos los aspectos, la misma de la anterioridad descrita y no es, 

por lo tanto, novedosa ni mucho menos producto de una actividad inventiva. 

En el mismo sentido es notorio - y par ella no requiere demostraciOn adicional - 

que todos y cada uno de excipientes descritos y empleados en la composiciôn 

farmacØutica pretendida han sido revelados con antenoridad a la fecha de la 

publicaciôn de  la solicitud (29-06-2007). 

Teniendo en cuenta los hechos expuestos hasta el momento, seria necesarlo 

evaluar si para la fecha de publicación reseæada se conocian en la literatura 

\especializada composiciones farmacØuticas de Orlistat coma principio activo, en 

presencia de excipientes como los definidos en la solicitud de patente 

çoJombiana y con el tamano de particula descrito ysi en tales composiciones se 

iacia referencia a los porcentajes en peso de los componentes sabre el peso 

total de Is formulación. 

n efecto, nôtese como las composiciones pretendidas en la solicitud en curso 

spn anticipadas por lo revelado en la patente americana US 4,598,089 -antes 

rrencionada-, en especial en la la columna 7, llneas 3 a 51, donde se describe 

qie los campuestos de formula (I) entre los que se encuentra Orlistat ó 

Tetrahidrolipstatina, pueden ser administrados en preparaciones 

famacØuticas nor via oral como tabletas, tabletas cubiertas, grageas, 

cpsuIas duras y de gelatina blanda, soluciones, emulsiones o suspensiones. 

formulaciones pueden ser procesadas con vehlculos farmacØuticos 

, inorgÆnicos u orgØnicos; para el caso de tabletas, grageas y cÆpsulas 

y de gelatina blanda se pueden emplear como ejemplos de excipientes 

, almidón de maiz o derivados, talco, Æcido esteÆrico; ademÆs pueden 

er agentes preservantes, solubilizantes, agentes endulzantes, agentes 

agentes saborizantes, antioxidantes, entre otros. 
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La patente americana US 6,734,314, publicada el 11 de mayo de 2004 y titulada 

"PREPARATION OF ORLISTAT AND ORLISTAT CRYSTALLINE FORMS", 

revela en las columna 10, 11 y 12, que el principio activo Orlistat puede ser 

formulado en una variedad de composiciones farmacØuticas lunto con uno o 

mÆs excipientes dependiendo de la forma escoqida; para el caso de 

composiciones sôlidas se pueden emplear diluentes como por ejemplo, celulosa 

microcristalina, celulosa microfina, lactosa, almidôn, almidôn pregelatinizado, 

carbonato de calcio, sulfato de calcio, dextrina, fosfato de calcio, caolln, 

carbonato de magnesio, maltodextnna, manitol, sorbitol, talco, entre muchos 

otros; tambiØn seæala que las composiciones sólidas de la invención incluyen 

polvos, granulados, agregados y composiciones compactadas y que las formas 

de dosificación corresponden a cÆpsulas que contienen dicha composiciÔn, 

preferiblemente polvos o granulados en cÆpsulas duras o blandas. 

Por su parte, la solicitud internacional PCTIWO 9834607 publicada en 13-08-

1998 revela en la pÆgina 2 un producto que contiene THL como ingrediente 

activo, estabilizantes, excipientes farmacØuticamente aceptables y se 

caracteriza porque estªn en forma de particulas con un diÆmetro en el rango 

entre 0.25mm y 2mm, como vemos, esta anterioridad anticipa de manera 

evidiente 10 que se pretende con la actual solicitud colombiana (especialmente 

reivindicaciones I y 2), es decir, no solo revela composiciones que contienen 

Orlistat 0 THL, sino que dicho principio activo se encuentra acompaæado de 

excipientes adecuados y de un estabilizante y por si fuera poco, se encuentran 

en forma de grÆnulos con un determinado rango de tamaæo de particula. 

Si bien es cierto no coninciden los rangos de tamano de parUcula declarados en 

uno y otro documento, no lo es menos que, para cualquier persona 

medianamente versada en la materia y teniendo en cuenta que en el estado del 

arte se encuentra un documento que revela un rango de tamaæos entre 0.25 y 

2mm, serIa obvio darse a la tarea de proponer un rango menor a 0,25mm o 

superior a 2mm para evitar infracciones de derechos de patentes 0 simplemente 

para dare una ligera modificaciOn que, como en el caso que nos ocupa, no 

permite la comprensiOn del problema tØcnico ni de la soluciôn "aportada por la 

invenciOn", ademâs no demuestra las ventajas con respecto a 10 ya revelado, en 

consecuencia, el nivel inventivo del capItulo reivindicatonio de la solicitud de 

patente colombiana 05-129-656 se encuentra claramente afectado par obra de 

Ia revelado tanto en las patentes americanas US 4,598,089, y US 6,734,314 y 

la WO 98/34607. 
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Asi mismo, se insiste en el hecho de que los excipientes incluidos en la 

formutaciôn de la soticitud en trÆmite, son ampliamente conocidos como 

auxiliares de formulaciOn en composiciones farmacØuticas y cosmØticas; tat es 

el caso de to revelado en la pagina 2 de la WO 98/34607 �tantas veces 

mencionada-, en donde se describe que el estabilizante puede incluir, pero no 

se limita a Hidroxipropilmetilcetulosa, hidroxipropilcelulosa, polivinilpirrolidona y 

lactose; mâs adelante, en su capitulo reivindicatorlo menciona que 

adicionalmente a los estabilizantes preferidos PVP y/o lactose, el producto 

puede contener otros excipientes tales como agentes dluentes (sucrose, CIVIC 

o almidôn de maIz), ligantes como pasta de atmidón; surfactantes como 

launisulfato de sodio o dioctilsulfosuccinato; y/o desintegrantes como atmidôn 

glicolato sódico, PVP entrelazada, croscarmetosa sódica, a HPC con 

sustituyentes bajos. 

MÆs especificamente, en la pÆgina 3 describe que las composiciones preferidas 

contienen: 
* entre 20 y 75% de THL; 
* entre 20y 60% de celulosa microcristalina; 
* entre I y 10% de almidón glicolato sódico; 
* entre I y 8% de laurilsulfato de sodio; 

* entre lylo%de PVP; y 
* entre Oyl%detalco; 

y las reivindicaciones 3 a 6 de la solicitud colombiana en trâmite revelan: 

THL entre el 10 yet 60%; 

Fosfato de catcio dibÆsico entre el 5y 70% 
1* almidôn de maIz entre I y 15%; 

Laurilsutfato de sodio entre 05 y 6% 

Talco entre 05 y 5%; 

Estearato de magnesio entre 0,2 y 4%; 

Alrnidón glicolato de sodio entre 2 y 8%; 

Croscarmelosa sôdica entre 1,5 y 4%; 

Potisorbato 80 entre 0,5 y 3,5%; 

PVP entre I y 8%. 

La reivindicación 9 por su parte revela: 
* 46,15% de THL; 
* 42,31% de Fosfato de calcio dibÆsico; 
* 3,85% de atmidôn de maiz; 
* 92% de Laurilsulfato de sodio; 
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* 3,85% de PVP; 
* 1,92% de Estearato de magnesio; 

Si tenemos en cuenta lo anterior y lo comparamos vemos claramente que las 

formulaciones descritas son muy simares entre Si porque tienen excipientes en 

comün y el principio activo es el mismo (Ver los datos en negrilla). 

Si bien es cleito existen excipientes que son distintos en uno u otro caso, su 

empleo no supone un asombroso aporte tØcnico, ya que una persona 

medianamente versada en la materia tØcnica, conociendo las caracteristicas, 

propiedades y aplicaciones de THL, conociendo la funciôn que cumplen los 

excipientes dentro de una formutaciôn, y conociendo composiciones que los 

emplean de manera combinada, derivarla efectivamente, tras la etapa de 

preformulaciôn, una composición que incluya el mismo principio activo y 

excipientes de la misma clase y aplicación farmacotØcnica. 

En este orden de ideas, el conocimiento previo de estas y otras sustancias, 

hace que carezca de nivel inventivo la composiciôn pretendida en la solicitud 

colombiana on cuestión. 

Ahora bien, en lo que se refiere a los porcentajes de peso de los componentes 

obre el peso total de (a composición, y teniendo en cuenta escrito mâs arriba 

(ver (0 que se encuentra en negrilla), es interesante revisar que porcentajes se 

ncuentran dentro del rango descrito en la anterioridad 0 muy cercanos a ellos, 

?or tanto, el documento reseæado revelaba con anterioridad a la fecha de 

rioridad de la solicitud en curso, composiciones de THL con excipientes 

iomunes, tal como se revelan en la solicitud en curso y con los mismos 

ropôsitos, on  porcentajes de peso similares a los ahora propuestos, hecho que 

limiria el nivel inventivo de las composiciones pretendidas. 

n cuanto a la composición de la reivindicaciôn 11 de la solicitud en trÆmite y la 

composiciôn  de la reivindicaciôn 14, ejemplos 4 y 5 de la WO 98134607, ya no 

dda en porcentaje sino en mg, y que se caracterizan por: 
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Formulación câpsula 

(CO-05-129-656) 

Componente mg 

THL 120 

Fosfato de calclo dibÆsico 110 

Croscarmelosa sódica 10 

Laurilsulfato de sodlo 5 

Polivinilpirrolidona 10 

Estearato de magnesic 5 

Total 260m9 

Formulacion cªpsula 

(WO 98134607) 

Componente - mg mg 

THL 120 120 

Celulosa microcristalina 93.6 93.6 

Almidôn glicolato de sodlo 7.2 7.2 

Laurilsulfato de sodlo 7.2 

- 

7.2 

Polivintlpirrolidona 12 12 

Talco 024 

Total 240,24mg 240mg 

Pese a que la simple determinación de los rangos do ingrediente activo no 

constituye siquiera remotamente un pnncipio de nivel inventivo, pues tal 

definiciôn hace parte del necesarlo proceso de pre-formulación para cualquier 

fÆrmaco, es del caso hacer notar que (a solicitud en curso menciona el empleo 

do orlistat en dosis do 120 mg, SI SO compara con las formulaciones de la 

solicitud internacional WO 98/34607 se observa quo dicho principlo activo se 

encuentra en las mismas cantidades. 

TambiØn hago notar que (a patente US 4,598,089 tantas veces citada revela en 

su reivindicación 4 composiciones de orlistat con dosis de ingrediente activo 

comprendidas entre 0.1 y 100 mg por Kg. de peso corporal por dia, rango que 

haciendo sustituciones aritmØticas menores puede equivaler al revelado en la 

presente solicitud. En idØntico sentido, liamo la atenciôn al hecho de que la 

reivindicación 3 de la patente US 5,643,874 de 1997-07-01, cuya equivalente, 

tramitada bajo el expedierite 94-034-076, fue negada en Colombia por esa 

entidad, revela una composiciôn farmacØutica combinada de inhibidores do 

lipasa e inhibidores de glucosidasa, en la cual el rango de dosis del inhibidor do 

lipasa prefendo - que es, precisamente, orlistat -, estØ comprendido entre 10 y 

200 mg., rango quo evidentemente incluye el pretendido en la presente 

solicitud. 

Por iiltimo, hago notar que la bibliografia correspondiente al producto 

XENICALfi (Roche) da cuenta, con anterioridad a la fecha de prioridad de esta 
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solicitud, de cÆpsulas que contienen 120 mg. de orlistat2, dosis que ampara la 

mayorIa del rango pretendido en la solicitud, e incluye la dosis preferida en la 

solicitud en curso. 

Por lo expuesto, carece de nivel inventivo la caracterizaciôn de la composiciôn 

farmaceutica oral en funciôn de la dosis de orlistat presente en ella. 

En idØntico sentido hago notar que el juego de porcentajes o partes de peso del 

ingrediente activo y los auxiliares frente al peso total de la formulaciôn carece 

por completo de nivel inventivo, pues esa determinación, rutinaria y previa al 

proceso de formulación y lanzamiento de cualquier producto farmacØutico, tan 

solo depende de realizar pruebas que permitan escoger los rangos de peso 

preferidos de la composiciOn de que se trate, en funciOn de las propiedades y 

caracteristicas del pnncipio activo y de los auxiliares, y desde luego, de (a forma 

de administraciOn deseada para la formulaciôn respectiva. 

La definiciOn de los porcentajes o partes en peso de un comprimido es una 

prØctica obligatoria y comUn en farmacotecnia, y carece par ella de nivel 

inventivo. Pese a que esta afirmaciOn, por obvia, no merecerla unà 

demostraciOn bibliogrÆflca, Ilamo la atenciOn del despacho hacia lo dicho al 

respecto en Remington3, a cuyo tenor "The successful performance of many of 

the operations in pharmacy depends on a thorough knowledge of the principles 

of balance and a correct understanding of its care and use; because weighing is 

nearly always the preliminary step in any compounding. ( ... ) In pharmacy, 

weighing usually refers to ascertaining a definite weight of material to be used in 

compounding a prescription or manufacturing a dosage fornt(...) An unused set 

of standard weights should be kept on hand so that at least once a year the 

weights (...) can be tested, adjusted or reiected, if necessajy". (Subrayado fuera 

detexto). 

La cita anterior demuestra sin mÆs, que la determinaciôn del peso de los 

principios activos, del peso total la forma que (0 contiene, y de la relaciôn 

porcentual a en partes entre aquel y este, es un paso conocido, necesario y 

previo a la formulaciôn de cualquier producto farmacØutico, y que por ello es 

2PHYSCIAN’S DESK REFERENCE, UP Edition, 1996, pp 2809-2812 

Remington - The Science and Practice of Pharmacy, 20th Edition, 2000, PÆginas 96 y 99. 
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predecible y obvio para una persona con mediarios conocimientos tØcnicos en 

la materia, sin que pueda ser fundamento de nivel inventivo. 

EN CONCLUSION 

Las anterioridades y referencias expuestas demuestran que el objeto de la 

invenciOn consiste en una simple yuxtaposiciôn de elementos y caracteristicas 

conocidas. Aunque es obvio que las invenciones pueden partir de elementos 

conocidos, no to es menos que la patentabilidad en esa clase de creaciories 

estÆ determinada por el aporte de quien toma tales elementos, los combina en 

forma creativa y obtiene un efecto sorprendente, situaciôn que no se verifica en 

el presente caso. 

IV. FUNDAMENTOS DE DERECHO 

Son fundamentos de derecho de esta oposiciôn el Capitulo I, articulos 14, 16 y 

18 (Requisitos de Patentabilidad) y el articulo 42 (Oposiciones) de la Decision 

486 de 2000. 

V. SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICIÔN 

En Desarrollo de to dispuesto por el artIculo 42, inciso 20 de la DecisiOn 486, 

solicito comedidamente a su Despacho el plazo adicional de sesenta dias para 

sustentar la presente oposiciôn. Para los anteriores efectos, me permito anexar 

la constancia de pago correspond iente. 

VI. PRUEBAS 

Ruego que se tengan como tales las siguientes, sin perjuicio de aquellas que 

puedan presentarse al vencimiento de la prOrroga soticitada y de aquellas que 

el Despacho considere oficiosamente, las siguientes: 

6.1. Copia Integra de la patente americana US 4,598,089 de 01-07-1986; 

6.2. Copia de la primera pÆgina y cotumnas 9 a 14 de la patente americiana 

US 6,734,314 de 11-05-2004. 
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6.3. Copia de la primera pagina y pÆginas I a 5, 11 y capitulo reivindicatorlo 

de la soticitud intemancional WO/9834607 de 13-08-1998. 

VII ANEXOS 

Para efectos del trÆmite correspondiente, me permito anexar at presente escrito 

los siguientes anexos: 

1. Certificados de existencia y representaciôn legal de Tecnoquimicas S.A., 

y Lafrancol S.A. 

2. Poderes para actuar otorgados par Tecnoqulmicas S.A., y Lafrancol S.A. 

3. Constancia de pago de las tasas de tramitaciôn de oposición. 

4. Constancia de pago para sustentar la solicitud de prôrroga a que se 

refiere el artIculo 42, inciso 20 de la Decision 486. 

5. Copia para correr traslado at soticitante. 

6. Las mencionadas en el acÆpite de pruebas. 

VII. NOTIFICACIONES 

El suscnto recibirÆ notificaciones en la secretarla de su Despacho a en mi 

oficina localizada en la Carrera 17 No. 88-23, Oflcina 205, Fax (1)621.25.42 de 

esta ciudad. Tecnoquimicas S.A. las recibirÆ en la secretarla de su Despacho a 

en su sede localizada en la Calle 23 # 7-39, de la ciudad de Cali y Lafrancol 

S.A. las recibirÆ en sus oficinas localizadas en la Carrera I No 46-84 de Call 

Seæor 

JOSÉ LUIS1E’ES VILLAMIZAR 

C.C. No. 79.152.473 (Usaquen) 

T.P.A. No. 44655 del C. S. J. 



Ja ianpoca(i 

U o *M.upe IR’O JOJ wjmwdmW io ,uopundaid POMMOMW put wu Z as WO p iw,p t m ipizd p uuj j 
u s  jj Mp u puts.utp ’dpxa qzde ,qpuç)nxtuumtd  put iutpq OARM MVst UONWI I3S)Wd 

SNOWSOdPIOO ONINIVLNOO NILYJsdflO*IAHVla.L DIJ () 

(H3) 
ta 

OLOVIIO WE anapmWaUNDumf ’HffV( siwv 

’(ID) 1tItI EOCP’IC) 1$ 
odaa z 

am*q lamumuy ’wrnz ’(so) 

ZSOW UDUIP IN ’ ’P°I 
powwm 

__  
£a PU!CH ’3U4$ ’HVHS Musumiq 

Qjo) WM oto ti qz 

’(D.L ’01. ’NS ’aN ’M "IN NO ’VO -UØ (H3#HDJ OV MMS V1-NNVI1lJI*J d 
VO ’lO ’00 ’o Its ’i9) 2ISd IdVO ’(BS 414 ’IN ’31( 
In In ’H ’o ’ao ’*1 ’iii la No ’Ha ’RD ’an ’.Lv) 
uvd utadwn ’(*L ’rJ ’n* ’CM ’ZX ’OI ’A ’ZV Iiv) Sn ($610’90) $661 LJRUutr 9 LIBW6O 
mod u*uma 

’(mz ’on =VS ’:: ’s’i u iw ’Ho) in (m’w) L6I U(11 S PE’49 
2UrUd OflIV MZ ’IIA INA ’Zfl ’On ’Vfl ’.L.L "dL ’P11. iI PId 
’U "15 ’)IS ’IS ’OS ’as ’US ’flI ION IA ’LI ’ZN ’ON ’XII 
MW ’NW XW 011 ’0$ ’Al 01 11 51 ’ri ’191"M 

In IN ’d( ’DII ’aI ’d( In ’U ’UI ’OH ’NA) ’P11) ’Ho (W Wit) $661 £URI Pt IU SUUW (U%lOQutJtIUI 

’ao ’no ’ii ’ ’*i IKE = ’no ’wo ’a, ’vo ’An ____ un ’on ’un ’vg ’zV ’fly ’j.v v ’iv s Pe*ua (Is) c6L1M6/.Iod *0PJ UO,sIIWV I1UI (86’80’Et) 8661 *U2EIV 5j $U(j uo!$utI(Ifl1J IDPViUaP1i tv 9146 ’$!Ic I19V LO)P86 OAt IUH UOcWIId IutOłU,UI (U) 9 .ippq ØJ r’II (I) UJ) kLVØL NOJILVIad000 J4LVd aH.L imm UBHsr1Rd NOLLV3IJdV IVNIMIVNaLNJ $ cZ, JZM 



I 

WO 98/34607 

-1-

rwese?:? 

PCT/E1’98100395 

Tetrahydrolipstatin (T.IL") is an inhibitor of pancreatic lipase and 

is known by the generic name orlistat. The use of THL as medicament, 
particularly as anti-obesity agent, and pharmaceutical compositions 

containing THL as active agent are described in US Patent No. 
4,598,089. 

Due to its low melting point of about 44°C, THL undergoes both 

hydrolytic and thermal degradation, particularly when stored in a 

10 humid atmosphere or above 35°C in a dry atmosphere. Furthermore, 

conventional dosage forms such as described in US Patent No. 

4,598,089, for example, tablets or hard gelatin capsules, cannot easily be 

formulated from powder mix or by conventional wet granulation 

procedure due to picking and sticking phenomena during tablet 

15 compression or encapsulation. Thus, there was a need for THL 

containing products and dosage forms which would be stable against 

moisture and heat during production and storage. 

In one of its aspects, the present invention relates to a product 

containing THL as active ingredient, stabilizers, pharmaceutically 

20 acceptable excipients, characterized in that it is in the form of particles 

with a diameter in the range of from about 0.25 mm to about 2 mm. 

These particles are typically in the form of particles or pellets. The 

10 
preferred pellet form requires the presence of microcrystalline 

cellulose. Preferably, the diameter of the pellets ranges from about 0.5 

25 to about 1.5 mm. 
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Surprisingly, it was found that THL containing particles do not 
feature the sticking and picking phenomena and exhibit superior THL 
stability. 

The subject invention will now be described in terms of its 
5 preferred embodiments. These embodiments are set forth to aid in 

understanding the invention but are not to be construed as limiting. 

The subject invention provides particles, such as granules and 
pellets, useful in producing pharmaceutical compositions, such as a 
unit dosage form. The use of particles in the form of pellets is 

10 preferred. 

Surprisingly, it was found that THL containing particles (also 
called multiple units) minimize the sticking and picking phenomena 
encountered during tablet compression or encapsulation. In one of its 
aspects, the present invention relates to a unit dosage form comprising 

15 a plurality of pellets having a diameter in the range of from 0.25 to 2 

mm wherein each particle comprises tetrahydrolipstatin, a stabilizer 
and at least one pharmaceutically acceptable excipient. When the 
particles are in the form of pellets, it is critical to employ 
microcrystalline cellulose. 

20 The term ,stabilizer" refers to an agent having a rate of 

moisture uptake greater than the rate of moisture uptake for THL. 
Such stabilizer acts to retard hydrolytic degradation of the THL. 
Preferably, the stabilizer has a moisture content of greater than five 
percent (5%) at fifty percent (50%) relative humidity. The selection of a 

25 stabilizer having the above qualities is within the skill of the artisan 
having read the present specification. Examples of such stabilizers 
include, but are not limited to, hydroxypropylmetbyl cellulose, 
hydroxypropyl cellulose, polyvinylpyrrolidone, and lactose. 

Preferably, the average diameter of the particles ranges from 0.5 to 

30 1.5 mm. Diameters referred to throughout the specification are average 

diameters. Although it is preferred that all particles are within the 

Iłd WdL:?11 LOOZ TO 9017? : ’ON 3MHd SW.NIJdSIQ : WOJ 
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recited ranges, it is acceptable for very minor or trace amounts of 

undersize or oversize particles to be present. 

A further object of the invention is a product as described above 

which comprises a specific combination of TEL with stabilizers, and 

excipients, particularly a product which contains polyvinylpyrrolidone 

and/or lactose as stabilizers. 

Preferably, the product contains either (a) lactose and at least 3% 

by weight of the product is polyvinylpyrrolidone or (b) at least 5% by 

weight of the product is polyvinylpyrrolidone. 

10 Preferred compositions typically contain from about 20% to about 

75% by weight TIlL, and from about 3% to about 60% by weight 

stabilizer. Preferred pellets additionally contain from about 10% to 

about 60% by weight microcrystalline cellulose. More preferably, such 

pellets contain about 25% to about 75% by weight TEL; from about 20% to 

15 about 60% by weight microcrystalline cellulose; from about 1% to about 

10% by weight sodium starch glycolate; from about 1% to about 8% by 

weight sodium lauryl sulfate; from about 1% to about 10% by weight 

polyvinylpyrrolidone; and from about 0% to about 1% by weight talc. 

Most preferably, such pellets contain about 50% by weight TIlL; 

20 about 39% by weight microcrystalline cellulose; about 3% by weight 

sodium starch glycolate; about 3% by weight sodium lauryl sulfate; 

about 5% polyvinyl pyrrolidone; and about 0.1% by weight talc. 

Such products are chemically stable and can be filled on fast 

running encapsulation machines without presenting the sticking and 

25 picking phenomena. 

In addition to the preferred stabilizers, polyvinylpyrrolidone 

and/or lactose, the product of the invention (the particles) contains other 

excipients, such as diluting agents, for example, sucrose or preferably 

microcrystalline cellulose (mandatory for pellets of the present 

30 invention); binders, for example, starch paste; surfactants, for 

example, sodium lauryl sulfate or sodium dioctylsulfosuccinate; and/or 



WO 98134607 PCT!EF980395 
.4-

disintegrants, for example, sodium starch glycolate. The pellets can 
also contain corn starch as a diluent and disintegrant, and 
triglycerides. 

Pellets are preferably prepared by extrusion of a wet mass followed 
5 by spheronization. They can also be prepared by granulation on a 

rotating base plate in fluidized bed equipment, by agglomeration 
granulation on an inclined disc equipment, or in high shear mixers. 

The process for preparing the pellets is known per se. See, for 
example, J.W. Conine and H.R. Hadley, D & CI, April 1970, p. 38-41: 

10 Small Solid Pharmaceutical Spheres; A.D. Reynold, Manufacturing 
Chemist & Aerosol News, June 1970, p. 40-43: A new technique for the 
production of spherical particles; C.W. Woodruff and N.O. Nuessle, J. 

� 
Pharm. Sd. fil (5), p. 787-790(1972): Effect of Processing Variables on 
Particles obtained by Extrusion-Spheronization Processing; and H.J. 

15 Malinowski and W.E. Smith, J. Pharin. Sci. 4 (10), p. 1688-1692(1975); 
Use of Factorial Design to Evaluate Granulations Prepared by 
Spheronization. 

Typically, the pelletization process by extrusion and spheronization 

comprises the following unit operations: 

2 - wetting and kneading a powder mass containing the active 

substance THL and additional excipients with an appropriate, mostly 

aqueous solution of an appropriate binder to get a wet, pasty mass. 
Alternatively, the binder may be contained in the powder mix before 

wetting and kneading; 
25  

� 

- forcing this wetted mass by means of an appropriate equipment 

(extruder) through tiny holes of a perforated plate, to get spaghetti-like, 

wet strands. The diameter of the holes may vary within wide limits, for 

example, between 0.4 and 1.0 mm, according to the specific product to be 

30 obtained. 
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- breaking the strands into short pieces which are at the same time 
formed to more or less spherical particles by means of a fast spinning, 
mostly structured plate, in a vertical cylinder (spberonizer). 

- drying the wet spheres by means of any suitable drying 
equipment, for example, a fluid bed dryer or a tray drier. 

- optionally, the dried spheres may be fractionated into appropriate 
sized fractions, or the main material may be freed from undersized or 

10 oversized material by an appropriate sieving or screening process. 
Preferably, the temperature is maintained below 35°C during the whole 
process. 

A further aspect of the invention are pharmaceutical preparations 

15 or compositions for oral administration, comprising the particles. They 
can be simply filled in a PVC container from which the particles can be 

taken with a dosing spoon. Other oral dosage forms are sachets in 
which the particles are filled, alone or together with appropriate 
excipients, such as skim milk powder, microcrystalline cellulose, 

20 sodium carboxyntethylcellulose and talc, to form a powder for 
reconstitution. Another possibility is to embed the particle in a matrix 
excipient, for example, microcrystalline cellulose, followed by 
compression to tablets, particularly chewable tablets. The particle, can 
also be filled in capsules, for example, hard gelatin capsules. 

25 The following Examples are illustrative but in no way limit the 

invention. 
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1. Polyvinyl pyrrolidone and sodium lauryl sulfate is dissolved in 
water. 

2. TIlL, microcrystalline cellulose, and sodium starch glycolate are 

mixed for 10 minutes and granulated with the solution of step 1. 

3. Granules are dried at or below 30°C and passed through # 20 mesh 

screen. 

4. Granules are filled in a # 1 hard gelatin capsule. 

Example 6 

lreparation oLGranules and Formulations -containing TIlL 

Ingredient 
I_mg/capsule 

1. TEL 120 

2. Lactose anhydrous 93.6 

3. Sodium starch glycolate 7.2 

4. Polyvinyl pyrrolidone 12.0 

5. Sodium lauryl sulfate 7.2 

Total 240.00 

1. Polyvinyl pyrrolidone and sodium lauryl sulfate is dissolved in 

water. 

2. TIlL, lactose anhydrous, and sodium starch glycolate is mixed for 

10 minutes and granulated with the solution of step 1. 

3. Granules are dried at or below 30°C and passed through # 20 mesh 

screen. 

4. Granules are filled in a # 1 hard gelatin capsule. 

V/" 

VI 



Li 

.0,0 V-1 
WO 98/34607 PCT/EP980395 

-13 
0 

-

The subject invention has been described in terms of its preferred 

embodiments. Upon reading the specification, a skilled artisan will 

become cognizant of various alternative embodiments. These variations 

are to be considered within the scope and spirit of the invention which is 

only to be limited by the claims that follow and their equivalents. 
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Claim  

I. A pharmaceutical composition comprising a plurality of 

particles having an average diameter of from about 0.25 mm to about 2 

mm, each particle comprising tetrahydrolipstatin, a stabilizer, and at 

5 least one pharmaceutically acceptable excipient, provided that when the 

particles are in the form of pellets, each pellet contains microcrystalline 

cellulose. 

2. The composition of claim 1, wherein the particles are pellets 

or granules, particularly wherein the pellets or granules have an 

10 average diameter of from about 0.5 mm to about 1.5 mm. 

3. The composition of claim 2, wherein the stabilizer is selected 

. from the group consisting of polyvinylpyrrolidone, lactose, a 

combination of polyvinylpyrrolidone and lactose, hydroxypropylmethyl 

cellulose, and hydroxypropyl cellulose. 

15 4. The composition of claim 3, wherein at least 5% by weight of 

the composition is polyvinylpyrrolidone. 

5. The composition of claim 3, wherein the stabilizer is a 

combination of lactose and polyvinylpyrrolidone wherein at least 3% by 

weight of the composition is polyvinylpyrrolidone. 

20 6. The composition of claim 2, wherein the pharmaceutically 

acceptable excipient is a surfactant, diluent, or disintegrant. 

7. The composition of claim 6, wherein the pharmaceutically 

acceptable excipient is a surfactant, particularly wherein the surfactant 

is sodium lauryl sulfate or sodium dioctylsulfosuccinate. 

25 S. The composition of claim 6, wherein the pharmaceutically 

acceptable excipient is a diluent, particularly wherein the diluent is 

microcrystalline cellulose, sucrose or corn starch. 
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9. The composition of claim 6, wherein the excipient is a 
disintegrant, particularly wherein the disintegrant is sodium starch 
glycolate, cross-linked polyvinyl pyrrolidone, cross-carmolose sodium, 
or low-substituted hydroxypropyl cellulose. 

5 10. The composition of claim 2 which comprises from about 20% 

to about 75% by weight tetrahydrolipstatin; from about 3% to about 60% 

by weight stabilizer; and from about 10% to about 60% by weight 
microcrystalline cellulose. 

11. The composition of claim 10 which comprises about 25% to 

10 about 75% by weight tetrahydrolipstatin; from about 20% to about 60% by 
weight microcrystalline cellulose; from about 1% to about 10% by weight 

sodium starch glycolate; from about 1% to about 8% by weight sodium 

lauryl sulfate; from about 1% to about 10% by weight 
polyvinylpyrrolidone; and from about 0% to about 1% by weight talc. 

15 12. The composition of claim 11 which comprises about 50% by 

weight tetrahydrolipstatin; about 39% by weight microcrystalline 
cellulose; about 3% by weight sodium starch glycolate; about 3% by 

weight sodium lauryl sulfate; about 5% by weight polyvinylpyrrolidone; 

and about 0.1% by weight talc. 

20 13. The composition of any one of claims 1, 2 and 10-12 which is 

in unit dosage form. 

14. A pharmaceutical composition as in claim 1, which 

comprises about 120 mg of tetrahydrolipstatin; about 93.6 mg of 

microcrystalline cellulose; about 7.2 mg of sodium starch glycolate; 

25 about 7.2 mg of sodium lauryl sulfate; about 12 mg polyvinylpyrrolidone 

and about 0.24 mg talc. 

15. The composition of claim 14 which is in unit dosage form. 

*41* 
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20-25°C. for 24 hours. It was further dried at 38°C. for 48 
hours without any filtration (sample number 2-1). 

Example 11 

0.7 gram orlistat was dissolved in 0.7 mL n-Propanol. 
Hexane of 0.7 mL was added to the solution. It was dried at 
20-25° C. for 24 hours. It was further dried at 38° C. for 48 
hours without any filtration (sauiplc uumlxr 3-1). 

Example 12 

0.7 gram orlistat was dissolved in 1.0 mL isupiupanul. 
Water of 0.3 ml. was added to the solution. It was dried at 
20-25° C. for 24 hours. It was further dried at 38° C. for 48 
hours without any filtration (sample number 4). 

Example 13 

0.7 gram orlistat was dissolved in 0.7 mL isopmpanol. 
Hexane of 0.7 mL was added to the solution. It was dried at 
20-250 C. fin 24 hours. It was further dried at 38° C. for 48 
hours without any filtration (sample number 4-1). 

Example 14 

0.7 gram orlistat was dissolved in 1.0 mL acetone. Water 
of 0.3 mL was added to the solution. It was dried at 20-25° 
C. for 24 hours. It was further fried at 38° C. for 48 hours 
without any filtration (sample number 5). 

Example 15 

0.7 gram urlislat was dissolved in 0.7 mL acetone. Hexane 
of 0.7 ml. was added to the solution. it was dried at 20-25° 
C. for 24 hours. It was further dried at 38° C. for 48 hours 
without any filtration (sample number 5-1). 

Example 16 

0.7 gram orlistat was dissolved in 0.7 mL ethyl acetate. 
Hcxanc of 0.7 mL was added to the solution. It was dried at 
20-25°C.  for 24 hours. It was further dried at 38° C. for 48 
hours without any filtration (sample number 8-1). 

Example 17 

0.7 gram olistat was dissolved in 0.7 mL isobutyl acetate. 
Hexanc of 0.7 mL was added to the solution. It was dried at 
20-25°C, for 24 hours. It was further dried at 38° C. for 48 
hours without any filtration (sample number 9-1). 

Example 18 

0.7 gram orlistat was dissolved in 0.7 mL methyl isobutyl 
ketone. Hexane of 0.7 mL was added to the solution. It was 
dried at 20-25° C. for 24 hours. It was further dried at 38° 
C. for 48 hours without any tlhration (sample number 10-1). 

Example 19 

0.7 gram orlistat was dissolved in 0.7 ml. methanol. 
Hexane of 0.7 mL was added to the solution. Ii was dried at 
20-25°C. for 24 hours. It was further dried at 38° C. for 48 
hours without any filtration (sample number 13-1). 

Example 20 

0.7 gram orlistat was dissolved in 0.7 mL methanol. Water 
of 0.3 mL was added to the solution. It was cooled at 0-5° 
C. for 1 hour. Filtered crystals were dried at 20-25° C. for 
1 hour and at 38° C. for 1 hour (sample number 14-1). 

10 
Example 21 

0.7 gram orlistat was dissolved in 7.0 niL hexane. Crystals 
were filtered after 20 hours cooling at 0-5° C. Drying was 
carried out at 20-25° C. for 1 hour and at 38° C. for 1 hour 

- (sample number 16). 

Example 22 

The melting points (DSC) and enthapy of the following 
to orlistat samples were measured and presauted in the follow-

ing table. The crystalline fonns (XI1D) of the orlistat 
samples were also presented. 

15 
Samp! matting endntherm enthapy (A) Crystalline rants 
Numbeu C. (1350) (J’gmni) (XIW) 

1-1 46.3 87 1 sIt 
2 47.0 92 tsfl 
2-1 47.1 85 [>11 

20 467 87 t>H 
4 465 91 1>11 
4-1 46.8 92 IsH 
5 46.2 90 

1:1 
115-1 46.9 911 T,It 

8-1 46.9 93 1 s11 
25 9-1 463 85 1>11 

10-1 463 88 tsR 
13-1 46.7 91 1 
J4"1 46.2 46.2 90 1s 
16 46.6 93 11 

39 ’ refers to "substantially esesu". For example "I ff means that form 
I is in MAW&Otially exesas anmunt than form II 

One of ordinary skill in the art would appreciate that the 
experimental conditions require optimization in order to 

3.5 
crystallize and obtain further purified crystalline orlistat. 

Pharmaceutical rormulaticins of Orlistat Crystalline 
Forms: 

Orlistat crystalline forms I and II are useful for treating 
obesity. They can be formulated into a variety of ctimposi-

40 tions for administration to a mammal including humans and 
animals 

Pharmaceutical compositions of the present invention 
contain orlistat crystalline form I or orlistat crystalline form 
U. In addition to the active ingredient(s), the pharmaceutical 

as compositions of the present invention can contain one or 
more excipients. Excipients are added to the composition for 
a variety of purposes. Diluents increase the bulk of a solid 
pharmaceutical composition and can make a pharmaceutical 
dosage Loon containing the wwpusitiuu easier fur the 

so patient and care giver to handle. Diluents for solid compo-
sitions include, for example, microcrystalline cellulose (e.g. 
Avicel(b), mivrofine cellulose, lactose, starch, pregeitinized 
starch, calcium carbonate, calcium sulfate, sugar, dcxtratcs, 
dextrin, dextrose, dibasic calcium phosphate dihydrale, 

ss tribasic calcium phosphate, kaolin, magnesium carbonate, 
magnesium oxide, maltodexmn, mannitol, polyniethaciy-
lates (e.g. Eudragitfi), potassium chloride, powdered 
cellulose, sodium chtoridc, aorbitol and talc. 

Solid pharmaceutical compositions that are compacted 
60 into a dosage form like a tablet can include excipicnts whose 

functions include helping to bind the active ingredient and 
other excipients together after compression. Binders for 
solid pharmaceutical compositions include for example 
acacia, alginic acid, carboiner (e.g. caibopol), caiboxyrneth-

r.s ylcellulose sodium, dextrin, ethyl cellulose, gelatin, guar 
gum, hydrogenated vegetable oil, hydroxycihyl cellulose, 
bydroxypropyl cellulose (e.g. Kiucelfi). bydroxypropyl 
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methyl cellulose (e.g. MctbncclO), liquid glucose, Magne-
sium aluminum silicate, mattodextrin, mcthylcellulose, 
polymelbacrylates, povidonc (e.& Kollidonfi, Plasdonsfi), 
pregelatini2ed sbrcl, sodium alginate and starch. 

The dissolution rate of a compacted solid pharmaceutical 
composition in the patient’s stomach can be increased by the 
addition of a disiutegrant to the composition. Disintegraiits 
include for example alginic acid, carboxymethylcellulose 
calcium, carboxymethylcellulosc sodium (e.g. Ac-Di-Solfi, 
Pritnellosefi), colloidal silicon dioxide, croscarmdllose 
sodium, crospovidonc (e.g. Kollidonfi, Polyplasdoncfi), 
guar gum, magnesium aluminum silicate, methyl cellulose, 
microcrystalline cellulose, polacrilin potassium, powdered 
cellulose, pregelatinized starch, sodium alginale, sodium 
starch glycolate (e.g. Explotabfi) and starch. 

Glidanis can be added to improve the flowabilily of 
non-compacted solid composition and improve the accuracy 
of dosing. Excipients that can function as glidants include 
for example colloidal silicon dixoide, magnesium trisilicate, 
powdered cellulose, starch, talc and tnbasic calcium phos-
phate. 

When a dosage form such as a tablet is made by com-
paction of a powdered composition, the composition is 
subjected to pressure from a punch and dye. Some excipients 
and active ingredients have a tendency to adhere to the 
surfaces of the punch and dye, which can cause the product 
to have pitting and other surface irregularities. A lubricant 
can be added to the composition to reduce adhesion and ease 
release of the product form the dye. Lubricants include for 
example magnesium stearate, calcium stearate, glyceryl 
monostcaratc, glyceryl palmitostearate, hydrogenated castor 
oil, hydrogenated vegetable oil, mineral oil, polyethylene 
glycol, sodium beuzosic, sodium lauryl sulfate, sodium 
stearyl fumarale, steaiic acid, talc and zinc stearate. 

Flavoring agents and flavor enhancers make the dosage 
form more palatable to the patient. Common flavoring 
agents and flavor enhancers for pharmaceutical products that 
can be included in the composition of the present invention 
include for example malta), vanillin, ethyl vanillin, menthol, 
citric acid, fumaric acid, ethyl maltol, and tartaric acid. 

Solid and liquid compositions can also be dyed using any 
pharmaceutically acccptablc colorant to improve their 
appearance and/or facilitate patient identification of the 
product and unit dosage level. 

In liquid pharmaceutical compositions of the present 
invcntion, Orlistat crystalline form I or II, and any other 
solid excipients are dissolved or suspended in a liquid carrier 
such as water, vegetable oil, alcohol, polyethylene glycol, 
propylene glycol or glycerin. 

Liquid pharmaceutical compositions can contain emulsi-
fying agents to disperse uniformly throughout the compo-
sition an active ingredient or other cxcipient that is not 
soluble in the liquid carrier. Emulsifying agents that can be 
useful in liquid compositions of the present invention 
include, for example, gelatin, egg yolk, casein, cholesterol, 
cacia, tragaeantb, chondtus, pectin, methyl cellulose, 

burner, cetuslearyl alcohol and cetyl alcohol. 
Liquid pharmaceutical compositions of the present invert-

on can also contain a viscosity enhancing agent to improve 
he mouth-feel of the product and/or coat the lining of the 

I
trointestinal tract. Such agents include fur example 
cia. alginic acid hentonite, carhomer, carboxymethylcel-
osc calcium or sodium, cetosteatyl alcohol, methyl 
lulose, ethylcellulose, gelatin gear gum, hydroxycihyl 
ulosc, hydroxypropyl cchlulosc, hydroxypropyl methyl 
ulose, maltodextrin, polyvinyl alcohol, povidone, pro-

12 
pylene carbonate, propylene glycol alginate, sodium 
alginate, sodium starch glycolate, starch tragaeanth and 
xanthan gum. 

Sweetening agents such as sorbitol, saccharin, sodium 
5 saccharin, sucrose, aspartame, fructose, rnannitol and invert 

sugar can be added to improve the taste. 
Preservatives and chelating agents such as alcohol, 

sodium bcnnoatc, butylated hydroxy toluene, butylated 
bydroxyanisole and ethylenediaminc tetraacetic acid can be 

10 added at levels safe for ingestion to improve storage stabil-
ity. 

A liquid composition according to the present invention 
can also contain a buffer such as guconic acid, lactic acid, 

15 
citric acid or acetic acid, sodium guconate, sodium lactate, 
sodium citrate or sodium acetate. 

Selection of excipients and the amounts to use can be 
readily determined by the formulation scientist based upon 
experience and consideration of standard procedures and 

20 reference works in the field. 
The solid compositions of the present invention include 

powders, granulates, aggregates and compacted composi-
tions. The dosages include dosages suitable for oral, buccal, 
rectal, parcoteral (including subcutaneous, intramuscular, 

is and intravenous), inhalant and ophthalmic administration. 
The dosages can be conveniently presented in unit dosage 
form and prepared by any of the methods well-known in the 
pharmaceutical arts. 

Dosage forms include solid dosage forms like tablets, 
30 powders, capsules, suppositories, sachets, troches and losen-

gee as well as liquid syrups, suspensions and elixirs. 
A dosage form of the present invention is a capsule 

containing the composition, preferably a powdered or granu-

35 
lated solid composition of the invention, within either a hard 
or soft shell. The shell can be made from gelatin and 
optionally contain a plasticizer such as glycerin and sorbitol, 
and an opacifying agent or colorant. 

The active ingredient and excipients can be formulated 

40 
into compositions and dosage forms according to methods 
known in the art. 

7 

A composition for tableting or capsule filing can be 
prcparcd by wet granulation. In wet granulation some or all 
of the active ingredients and excipients in powder form are 

45 blended and then further mixed in the presence of a liquid, 
typically water, which causes the powders to clump up into 
granules. The granulate is screened and/or milled, dried and  
then screened and/or milled to the desired particle size. The 
granulate can then be tableted or other excipients can he 

so added prior to tabteting, such as a glidant anchor a lubricant. 
A tabicting composition can be prepared conventionally 

by dry bleeding. For instance, the blended composition of 
the actives and excipients can be compacted into a slug or a 
sheet and then comminuted into compacted granules The 

ss compacted granules can be compressed subsequently into a 
tablet. 

As an alternative to dry granulation, a blcndcd composi-
tion can he compressed directly into a compacted dosage 
form using direct compression techniques. Direct compres-

60 siun produces a more uniform tablet without granules. 
Excipients that are particularly well-suited to direct com-
pression tabletiug include microcrystalline cellulose, spray 
dried lactose, dicalcium phosphate dihydrate and ccrllnidat 
silica. The proper use of these and other excipients in direct 

5 compression tablcling is known to those in the all with 
experience and skill in particular formulation challenges of 
direct compression tableting. 
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A capsule filling of the present invention can comprise 
any of the aforementioned blends and granulates that were 
described with reference to tableting, only they are not 
subjected to a final tabletmg step. 

The present invention is not to be limited in scope by the 
specific embodiments described herein. Indeed, various 
modifications of the invention in addition to those described 
herein will become apparent to dame skilled in the art from 
the foregoing description and accompanying figures. Such 
modifications are intended to fall within the scope of the 
claims. Venous publications are cited herein, the disclosure 
of which are incorporated by reference in their entireties. 

What is claimed is: 
1. A crystalline solid orlislat, or hydrate or solvate thereof, 

characterized by data selected from the group consisting of 
a XIII) pattern with peaks at 5.8, 183, 19.5 and 22.320.2 
degrees two-theta and a DSC melting endotherm at shout 
46.7° C. 

2. The crystalline solid orlistat of claim 1, wherein the 
crystalline solid orlistat is characterized by the XRD pattern 
with peaks at 5.8,183,193 and 22.3*0.2clegrees two-theta. 

3. The crystalline solid orlistat of claim 2, wherein the 
crystalline solid orlistat is further characterized by a XRD 
pattern substantially as depicted in FIG. 1. 

4. The crystalline solid orlistat of claim 1, wherein the 
crystalline solid orlistat is characterized by the DSC melting 
endotherm at about 46.70 C. 

S. Acrvstallinc solid orlistat, or hydrate or solvate thereof, 
characterized by data selected from the group consisting of 
a XRD pattern with peaks at 4.8, 5.6, 14.9, 17.3, 19.2 and 
220–0.2 degrees two-theta, and a DSC melting endotherm 
at about 46.60 C. 

6. The crystalline solid orlistat of claim 5, wherein the 
crystalline solid orlistat is characterized by the XRD pattern 
with peaks at 4.8, 5.6, 14.9, 17.3, 19.2 and 22.0–0.2 degrees 
two-theta. 

7. The crystalline solid orlistat of claim 6, wherein the 
crystalline solid orlistat is further characterized by a XIU) 
pattern substantially as depicted in FIG. 2. 

8. Thc crystalline solid orlistat of claim 5, wherein the 
crystalline solid orlistat is characterized by a DSC melting 
endotherm at about 46.6° C. 

9. A process of preparing crystalline solid orlistat, or 
hydrate or solvate thereof, characterized by data selected 
from the group consisting of it XIII) pattern with peaks at 
5.8, 18.5, 19.5 and 22.3–0.2 degrees two-theta and a DSC 
melting endotherm at about 46.70 C., comprising the steps 
of: 

(a) dissolving orlistat in a solvent; 
(h) adding an anti-solvent, or water to the solvent; and 
(c) isolating the crystalline solid orlistat. 
10. The process of claim 9, wherein the solvent is a lower 

alkyl alcohol, acetone, uvetrrnitiilc, acetone, ethyl acetate, 
isohutyl acetate, methyl isobutyl ketone, and bexane. 

11. The process of claim 10, wherein the lower alkyl 
alcohol is selected from the group consisting of methanol, 
ethanol, n-propaool, and isopropanoL 

12. The process of claim 9, wherein the anti-solvent is a 
hydrocarbon. 

13. The process of claim 12, wherein the hydrocarbon is 
selected from the group consisting of hexane, cyclohexane 
and heptana. 

14. ’Ihe process of claim 9, wherein the solvent is metha-
nol and the anti-solvent is hexane. 

15. The process of claim 9, wherein the steps (a) to (c) are 
repeated at least once to increase the purity of the crystalline 
solid orlistat. 

14 
16. The crystalline solid orlistat prepared in accordance 

with the process of claim 9. 
17. The crystalline solid orlistat of claim 16, wherein the 

crystalline solid orlistat is characterized by a XIII) pattern 
5 with peaks at 5.8, 18.5,19.5 and 22.3–0.2 degicos two-theta. 

18. The crystalline solid orlistat of claim 17, wherein the 
crystalline solid orlistat is further characterized by a XIII) 
pattern substantially as depicted in FIG. 1. 

19. The crystalline solid orlistat of claim 16, wherein the 
to crystalline solid orlistat is characterized by a DSC melting 

endotherm at about 46.7° C. 
20. A process for preparing a crystalline solid orlistal, or 

hydrate or solvate thereof, characterized by data selected 
from the group consisting of a XII]) pattern with peaks at 

is 4.8, 5.6, 14.9, 17.3, 19.2 and 22.0–0.2 degrees two-theta, 
and a DSC melting endotherm at about 46.6°C., comprising 
the steps of: 

(a) mixing orlistat in hexane to form a mixture at a first 
temperature; 

20 (b) lowering the first temperature of the mixture suffi-
ciently to precipitate; and 

(c) isolating crystalline solid orlistat. 
21. The process of claim 20, wherein the steps (a) to (c) 

are repeated at least once to increase the purity of the 
crystalline solid orlistat. 

22. The crystalline solid orlistat prepared in accordance 
with the process of claim 20. 

23. The crystalline solid orlistat of claim 22, wherein the 
30 crystalline solid orlistat is characterized by the XIII) pattern 

with peaks at 4.8,5.6,14.9, 17.3, 19.2 and 22.00.2 degrees 
two-theta. 

24. The crystalline solid orlistat of claim 23, wherein the 
crystalline solid orlistat is further characterized by a XRD 

35 pattern substantially as depicted in FIG. 2. 
23. The crystalline solid orlislat of claim 22, wherein the 

crystalline solid orlistat is characterized by the DSC melting 
endotherm at about 46.6° C. 

26, A process of preparing a mixture of crystalline solid 

40 orlistat, or hydrate or solvate thereof, characterized by data 
selected from the group consisting of a XIII) pattern with 
peaks at 5.8, 185, 19.5 and 2230.2 degrees two-theta, a 
DSC melting endotherm at about 46.7° C., a XIII) pattern 
with peaks at 4.8,5.6,14.9, 17.3, 192 and 22.0–0.2 degrees 

45 two-theta, and aDSC melting cndothcrm at about 46.6° C., 
comprising the steps of: 

(a) dissolving orlistat in a solvent; and 
(b) inducing crystallization to obtain the mixture of crys-

talline solid orlistat. 
so 27. The process of claim 26, wherein the solvent is at least 

one alcohol selected from the group consisting of methanol, 
ethanol, n-propanol, 1-propanol, 2-propanol. isopropanol, 
1-butanol, i-buianol, sec-butanul, tert-butanul, N,N-
dimethyl formanaide, dimethyl sult’oxide, acetonitrile, 

ss acetone, ethyl acetate, isobutyl acetate, methyl isobutyl 
ketone, and acetic acid. 

28. The process of claim 26, wherein solvent is an 
aliphatic hydrocarbon. 

29. The process of claim 28, wherein the aliphatic hydro-
so carbon is selected from the group consisting of hexane, 

peatanc and heptane. 
30. The process of claim 26, wherein the solvent contains 

water. 
31. The process of claim 26, wherein the solvent is 

65 methanol. 
32. The process of claim 26, wherein the mixture of 

methanol and water is present in a v/v ratio of about 1:0.3. 
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UON 

0’ ° 

1$! [SI 

wherein A signiflan the group 

Or -.(CR)s�, 
which inhibit pancreas lipase and can be used for the 
control or. prevention of obesity and hyperlipeemia, are 
disclosed, The inventive compounds can be produced 
by the cultivation of rnicroorgmdsui Streptomycottoxp 
t?icini, identified as NUt 15443. 

20 I1Æhnc, No Drnwin 
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LEUCINE DR1VATIVES 

BACKGROUND 

The present invention concerns N-formylleucine 
derivatives which are useful in the treatment of obesity 
and byperlipaemia. 

SUMMARY OF THE INVENTION 

The present invention is concerned with compounds 
of the formula 

H 
HCON 

PI 
�_,° 

(5] (51 

wherein A signifies the group 

2 
concerns methods for preventing or treating obesity or 
hyperlipaeniin in an afflicted mammal. 

DETAILED DESCRIFION OF THE 
INVENTION 

The present invention is.concerned with compounds 
of the formula 

10 H 
HON 

15 

[S] (Si 

20 

wherein A signifies the group 

oy%/A\YH- 25 or 
Formula I above embraces (S,5S,7Z,l0Z-5-[(S)-2-
foxwamido.4.methyl-valeryloxy]-2-heayl-3-hydroAy-
7,10-hexadecadienoic acid Jactone of the. formula 

or 
Formula I above embraces (2S,3S,5S,7Z,IOZ)-5-KS)-2-
fonnamido-4-methyl-valeryloxyj4’hexyl-3-hydroxy-
7,10-bexadecadienolc acid lactone of the formula 

H 
HON 

(S) IS] 

(Le., lipstalin) and .(2S,3S,5S)-5-[(S)2.formamIdo.4-
methyl-valeranyloxy]-2-hexyl-3-hydroxy-bexadecanoic 
acid lactone of the formula 

HN 
H 

01 

pa WAW 
(Si (SI 

(i.e., tetrahydrolipsiatin). 
These compnund are novel and have valuable phar-

macological properties. In particular, they inhibit pan’ 
cress lipase and can be used in the control or prevention 
of obesity and hyperlipaemia. 

Objects of the present invention are the compounds 
of formula I above per se and as pharmaceutically ac-
tive substances, the manufacture of these compounds, 
medicaments and industrially-produced foodstuffs con-
taining a compound of formula I, their production as 
well as the use of these compounds In the. control or 
prevention of illnesses. More particularly, the invention 

30 
H 

HCON 

0. 

ISJ 
35’ 

[S] (SI 

40 which is referred to hereinafter as lipstathi, and 
(2S,3S,5S)-5-[(S)-2-foTmamidc.4-methyl.valelyloxy]-2-
hezyl-3-hydroxy-hexadecanoic acid lactonc of the for-
mula 

45 H 
HcON 

so IS] 

(Si IS] 

which is referred to hereinafter as tetmbydrolipstntin. 
55 These compounds are novel and have valuable phar-

macological propzties. In particular, they inhibit pan-
creas lipase and can be used in the control or prevention 
of obesity and hyperlipaemia. 

The present invention is also concerned with pbarsna-
60 ceutical compositions for preventing and treating obe-

sity or hyperlipaeniia comprising a compound of for-
mula I and a pharniaceulically acceptable carrier mate-

The invention also concerns methods for preventing 
65 or treating obesity or hyperlipanmia in an afflicted 

mammal wherein compound I is administered to the 
mammal in an amount which in effective In preventing. 
or treating obesity or hyperlipaemia.. 
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The invention also is directed to a commercially-pro-
duced foodstuff comprising compound I admixed with 
a material suitable for consuniption. 

As used herein, IS) indicates the absolute conftgura. 
tion of compound I in the S-form. More particularly, 
the applicable carbon sterns hi formula I having the 
S.configuration are noted with enlarged circles in the 
following forinnIa 

H 
HON 

[SI 

010 0_i, 

[SJ (SI 

wherein A is as above. 
The digestion of fats(trlglycerides) taken in with the 

food .is.effected .ix the intestine by pancreas lipase. The 
pancreas lipase cleaves the prbnary ester bens d of tel-
glycerides, whereby free fatty acids and 2-nionoglyce-
rides result as products. These products can than be 
resorbed and utilized. By inhibiting the pancreas lipase 
the aforementioned cleavage of the foot fats and there-
with also the resorption and utilization of these sub-
stances is partially prevented; the triglycerides are ex-
creted in unchanged form. 

The inhibition of pancreas lipase by the compounds 
of formula I can be demonstrated experimentally by 
registering tribimetrically the oleic acid liberated in the 
cleavage of triolein by pig poacrease lipase. An emul-
sion which contains 1 saM taurodeoxycholate, 9 raM 
laurodeo]eate, 0.1 raM cholesterol, 1 aiM egg lecithin, 
15 mg/mi BSA (Le., bovine serum albwnlne). 2 raM 
Tris-HCI, 100 aiM sodium chloride, 1 raM calcium 
chloride and the substrate triolein Is treated with the 
compound of formula I dissolved in ethanol or dimetbyl 
suiphoxide (10% of the emulsion volume) and the reac-
tion is started by the addition of 100 d (175 U) of pig 
pancreas lipase. the pH is bold at 8 during the reaction 
by the addition of sodium hydroxide. The ICto is calcu-
lated from the consumption of sodium hydroxide deter-
rained during 10 minutes. The ICois that concentration 
at which the lipase reactivity is inhibited to half of the 
maximum. Table I hereinafter contains ICso values de-
termined for the compounds of formula I and data con-
cerning the acute toxicity (LDsoafter single oral admin-
istration to mice). 

TABLE I 
L.D50b 

- Tee coopowid jsgfml mg/kg p.o 

Upsiarin 0.07 >40)0 
- Tehyim5eni 0.18 - - 

The inhibition of the resorption of fats taken in with 
the food, which is brought about by the Inhibition of 
pancreas lipase, can be demonstrated in a double-labell-
ing experiment on mice. For this purpose, there is ad-
ministered to the test animal s a test meal, which con-
tains 30-triolein and 14C-oleic acid, and a compound of 
formula L By measuring the radioactivity there is then 
determined the amount of 30-triolein and 14Coldc acid 
(in % of the amount administered) excreted with the 
feces. The results set forth In Table U hereinafter show 
that in comparison to untreated control animals the 

excretion of unaltered triglyceride increases greatly and 
the excretion of oleic acid remalns.largely unchanged. 

TABLE II 

5 Nwabcroi E.zcsalonln%efthe 
Tee ezseniacntal miowii dzlflIStgied 

compound wifroals Donee Triolcin Oltic acid 

CMUDIS12 - 3.3–0.3 101 – 0.6 
Upsintin 6 40mg/kg’ 56.8 – 13 118--5.6 

10 ’abC CqXrW=0 eec caned co wbba pmp,mdua wide egaleinud ,k.uL ian 
Epsialin. lbs dauge apaclifed ham asiouw otHpsnzln admlizislereL 

The compounds of formula I can be manufactured in 
accordance with the invention by the following proce-

is 

durm 
(a) for the manufacture of the compound of formula 

In, aerobically cultivating a microorganism of the spe-
cies Streptomyces toxyixicini which produces this com-
pound in an aqueous culture medium which contains 

20 suitable carbon and nitrogen sources and inorganic salts 
and separating the compound of formula In produced 
from the culture broth, or 

(b) for the manufacture of the compound of formula 
ib, hydrogenating the compound of formula Ia. 

25 Streptomycetes strains which produce Iipstatin, the 
compound of formula In, can be isolated from soil sam-ples from various locations. An example is the microor-ganism isolated from a soil sample found 

in Mallorca, 
Spain, which was given the laboratory designation 

30 Slreptomyces sp. 85-13 and which has been identified by CBS, Baarn (Netherlands) as Strepicmycas tosybcLel� Preobrszlswnehaya & Sveshnikova (see Bergey’s Manual of Determinative Bacteriology. 8th Edition, page 811). 

It thereupon received the new designation Streptomy-
35 am toxytricini 85-13. A lyophilized sample of this strain 

was deposited on the 14th June 19*3 at the Agricultural 
Itaseatch Culture Collection, Peoria, Ill., under the designation NRRL 15443. 

A description of the identification of Streptontyces 
40 sp. 85-13 is given hereinafter. Media 

The composition of the media used is described in Jut. 

43 J. Syst. Bacterlol 1966, 16, 3; 313-321. 

Nonomura diagram 

Nonomura used the results of the International Strep-

lomyces Project (ISP) for the classification of the Strep-

so 
tomycctca spaces Q. Ferment. TechnoL 1974, 52, 2). 

Colours 

The names and code numbers of the aerial mycelium 
come from Tresner & Backus "System of color wheels for strepmmycew taxonomy". The colours of the re55 -- 

verse of the cojoies come front H. Praus&s selection 
from Bamneen’s pidm Atlas Methodology 60 This was carried out according to the iSP methods (see bit. J. Syst. Bacterial, 1966,16,3; 313-340). 

I. Agar cultures after 16 days at 28’ C. (double 
determination) 

65 (a) Oatmeal agar 

Growth- abundant; colonicra thin, spreading; aerial 
mycelium, : veludnous, pinkish brown (Light Brown 57); reverse of the colonies: yellowish (Pr. Coo-3-m) with 
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broad purple-grey (Pr. Oc.6-x) znargui soluble pig-
ments: doubtful. 

(b) Starch-salt agar 

Growth: good; colonies: thlu,.sprcadlng; aerial myce-

hum: velutinous, pinkish brown (Light Brown 57) with 

white sectors; reverse of the colonies: dark straw co-

loured [Pr. Coo (Cr) Sa], margin and some other areas 
10 

pinkish (Pt Oc-5-b) with some dark reddish brown [Pr. 

0-5-5(r)] spots soluble pigments: doubtful. The din-

N. Morphology of the sporulating aerial mycelium 
Section: spira-retinaculum apertum. Sympodial 

branched type. Spirals often irregular, with up to 5 coils 
often of different diameters 

V. Utilization of carbon sources No growth or Only 
sparing growth on arabinose, sylose, inositol, umanitol, 

fructose, rhamnose, saccharose. raftlnose. 

VI. Spores 

Oval to cylindrical-oval, sometimes of irregular size, 
smooth-walled. Spore chains with more than 10 spores. 

5W.LU.  UZU011 I VU. Nonomura diagram 
(c) Glycerine-asparagine agar 

is R(Gy) 100 SkA sm(–) (–).(*) 

Growth: good: colonies: thin, spreading;aerial myce- All Streptoniyccten’straim which produce the. lipuse 
inhibitor liptatln are suitable for the purpose of the: 

hum: velutinous, PSIC Pinkish brown çt Gmi  present invention, especially Streptomyces toxytricini 
Yellowish pin reverse of the colonies: orange (Pr. 85-13, NRRL 15443. and Its subcultures, mutants. and 
Oc-3-m/r) soluble. pigments: pale pinkish brown. 20 variants. 

The cultivation of these microorganisms for the man-
(d). Yeast malt agar ufacture of lipitatin can be carried out according to 

Growth: good; colonies:tbin, spreading; aerial royce- various fermentation methods: It can be carried out, for 

hum: reddish brown (49m Light Grayish Reddish example, In shaking flasks or in 101 or 2001 and .10001 

Brown 45) reverse of the colonies: yellow (Pr. Coo-4- fetnientors. A fi’ed amount of spore material or myqe-
hum or a Upsinthi-praducing strain is introduced into a 

5) and dark brown M. Oc-5-r); soluble pigments: very liquid medium which contains suitable carbon and. ni 
pale yellowish brown. trogen sources and salts required for the growth and the 

II. Ages cultures after, 62 days at 29’.0 (double 
mixture is aerobically incubated at a temperature of 

so 20’-37- C. for 1-6 days. Suitable carbon sources are, for 
determination) example. dextrin, glucose, starch, ribose and glycerine. 

(a) Oatmeal agar Suitable nitrogen sources are, for example, yeast ax-
tract peptone or soya meal. Preferred suits are ammo-

Growth: good colonies: thin, spreading ;,aerial myce- rilum, magnndnm and calcium salts: The fermentation is 
Hum- powdery velutinous, cinnamon coloured [R-4ie 33 carried out at.pH 6--8-
Light Brown (57)-Cork Tan] with broad, paler margin The isolation of the lipatatin is carried out according 

[L Sgc: Light Reddish Brown (4.2)-Peach Tan]; re- to methods which are known per so and which are. 

verse of the colonies: ys cishirrown with ochreyei 
familiar to any person skilled in the art. For exainpie, it 
can be carried out as follows: 

low (Pr. Coo-3-a) margin, slightly grayish towards the 4t1 
After completion of the fermentation the fermenta-

bright (Pr.Oc4-r) centre, soluble pigments: pale ochre- tion broth is centrifuged, whereupon 60-90% of the 
brown. activity is found in the cell mass and the remainder is. 

found in the cenfrifugate. The cell mass can then be 
(b) Starch-salt agar 

45 treated with a lowr alcohol such as methanol and eft-

As an oatmeal agar. but with a move greyish brown no) and extracted with the, same solvent. The centrifu-

reverse (Pr. Oc-6-6) and with dark brown (Pr. Oc.4-r) gate can be extracted with a suitable organic solvent 
(e.g. with methylene, chloride or ethyl acetate). The 

spats and rings at the ends of the material produced from the extracts, contains the de-

(c) Glycerine-aspazagine agar 50sued lipstatin and can be enriched and purified by chro-
marographic methods. Suitable methods are, for =in-xamAs

 Ason starch-salt agar, but paler light beige (5ec 
pie, 

multiplicative extraction with the system bexane/-

Grayish yellowish Pink 32-Dusty Peach); Reverse: methanol/water (50:40:9), filtration chromatography 

ochre-yellow M. Coo (=Cr).4-b1, paler in over silica gel while eluting with chloroform, column 
chromatography on silica gel while eluting with hex-

no soluble pigments. ann, ethyl acetate and mixtures thereof. ebromatogra-

(d) Yeast-malt agar phy on apolar carrier materials While eluting with polar 
solvents such as methanol (reversed-phase chromatog-

Growth: fair, colonies: almost as on satnieal agar, but 
raphy) and high pronure liquid chromatography. 

with 
very 

thin, pale grey margin reverse dark yellow 60 The Examples hereinaftr contain detail Information. (Pr. Coo4-b), dark brown 
in submerginal areas; soluble relating to the cultivation of Streptomyces toxytrichil pigments: doubtful. 85-13 

and the isolation of the lipstatin. 
Tetrabycirohipsintin, the compound of formula Ib can M. Melanold pigments be manufacurred by 

hydrogenating lipstatiu.in the pras-65 ence of a suitable catalyst Examples of 
catalysts which 

Peptone-yeast extract agar negative after 24 can be used are palladium/carbon, platinum oxide, pal-
positive after 48 houro, tyrosine agao positive after 24 ladium, and the like. Suitable solvents are, for example, hours, positive after 48 houm lower alcohols such as methanol 

nnd.ethnnol. The by-
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drogenation is preferably carried out at low hydrogen 
pressures and at room temperature (about 23° C.) 

The compounds of formula I can be used asmedice-
meats, for example in the form of pharmaceutical prepa-
rations. Illustratively, the pharmaceutical preparations 
can be administered emily, for example in the form of 
tablets, coated tablets, dingØes, hard and soft gelatine 
capsules, solutions, emulsions or suspensions. If desired, 
the compounds also can be administered parenterally. 

For the manufacture of pharmaceutical preparations 
the compounds of formula I can be processed with 
pharmaceutIcally inert, inorganic or organic carriers. 
Examples of camera which can be used for tablets, 
coated tablets, dragØes and hard gelatine capsules are 
lactose, maize starch or derivatives thereol talc, stearic 
acid or its salts and the like. Suitable carriers for soft 
gelathie capsules are, for example, vegetable oils, 
waxes, fats, semi-solid and liquid polyols and the llke 
depending on the nature of the active Ingredient no 
carriers are, however, generally required in the case of 
soft gelatine capsules. Suitable carriers for the manufac-
ture of solutions and syrups are, for example, water 
polyols, sacobarose, invert sugar, glucose and the like. 

Moreover, the pharmaceutical preparations can con-
tain preserving agents, solublllzers, stabilizing agents, 
wetting agents, emulsifying agents, sweetening agents, 
colouring agents, flavouring agents, salts for varying 
the osmotic pressure buffers, coating agents or antioxi-
dants. They can also contain still other therapeutically 
valuable substances. 

As mentioned earlier, medicaments continuing  com-
pound of formula I are also an abject of the present 
invention as is a process for the manufacture of these 
medicaments, which process comprises bringing a com-
pound of formula I and, if desired, one or more other 
therapeutically valuable substances Into a galenical ad-
ministration form. As mentioned earlier, the compounds 
of formula I can be used in the control or prevention of 
illnesses and especially in the control or prevention of 
obesity and hyperlipaeniia. The dosage can vary within 
wide limits and is, of course, fitted to the individual 
requirements in each particular case. In general, In the 
case of oral administration a daily dosage of about 0.1 
mg to 100 mg/kg body weight of compound 1 is appro-
priate. - 

Preferably, the pharmaceutical compositions of for-
mula fin unit dosage farm contain about 5% to 95% by 
weight of compound I to the total composition. A range 
of 10% to 5(% Is preferred. 

The compounds of formula I can also be added to 
industrially-produced foodstuffs, especially to fats, oils, 
butter, margarine, chocolate and other confectionery 
goods. Such industrially-produced foodstullk and their 
production are also Objects of the present invention. 

The following Examples illustrate the present Inven-
tion in more detail, but are not intended to limit Its 
extent. All temperatures are given in degrees Celsius 
Cr_). Room temperature is about 23° C. Unless other-
wise indicated, precentages and ratios relating to sol-
vents and expressed in volume, and the remaining per-
centagos are expressed in weight Unless indicated oth-
erwise, all Examples were carried out as written. A 
Lobar column Lichoprep RP-8, size C, is a lowpressure 
reverse phase column, commercially available front 
Merck Co. 

EXAMPLE I 

(a) Fermentation: 

A shaking flask containing pie-culture medium 391 is 
inoculated with spores of Streptomycas tozytricini 
8543 (or vegetative mycelium thereof) and aerobically 
incubated as a shaking culture at 28’ C. for 72 hours. 
About 2-5 voL% of this culture is used to inoculate a 

10 fermentor preculture of 101 containing pie-culture me-
dium 391 Incubation Is carried out at 28’ for 3 days 
with aeration of 1 was and stirring at 400 rpm. This 10 
I pro-culture Is used to Inoculate a 2001 production 
fernientor cou’-’..g production medium N7. Fermen-

25 tatianis carried out at28  for l24 haws with actaliOflof 
1.0 vvm and stirring at 150 rpm. Regular analyses show 
after. 124 hours an extracellular lipase-inhiblthig activity 
of 53 IC/rid 

The pie-culture medium 391 (pH 7.0) has the follow-
20 lug composition: 3015 maIze starch, 4% dextrin, 3% soya 

meal, 0.2% (NII$)2SO4 0.69o’  CaCO3 and 0.8% soya oil. 
The pH was adjusted to 7. The production medium N? 
(pH 1.0) has the following composition. 1% potato 
starch, 0.5% glucose, 19o’  ribose. 0.5% glycerine. 0.2% 

25 peptone, 29,10 soya meal and 0.2% (NH4)2SO4. 

(,) Working-up 

The fermentation broth is centrifuged by means of a 
tube centriflige, whereby there are obtained 175 1 of 

30 culture filtrate and 12 kg of mycelium. The mycelium, is 
discarded. The culture filtrate is heated to 80’ for 10 
minutes, cooled, again centrifaged and concentrated to 
501 at 30’ in vacua. This concentrate is extracted with 
SO I of hesane using a conthiucusly operating extractor, 

3.5 the emulsion obtained is mixed with 50 1 of hex-
ane/ethyl acetate (1:1) and the organic phase is sepa-
rated. This is dried ow sodium sulpbatc and evaporated. 
there being obtained 199 g of crude extract I. The aque-
ous phase is diluted with water to 1001 and extracted 

40 with 100 I of ethyl acetate. After evaporation of the ethyl acetate solution, there are obtained 49 g of crude 

extract H. The aqueous phase is subsequently extracted 
once more with 1001 of ethyl acetate, whereby 78 g of 
crude extract m are obtained after evaporation. 

45 (c) Purification: The crude extracts H and III are filtered in three portions over In eachcase 1 kg of silica gel 60 (0.040-0.063 sara particle size), whereby the elution is So carried out withchlorofbrm(cotumm lOX 100cm). 18.3 g of enriched material are obtained in this manner. 178 g of this substance arc again filtered over 149 of silica 

gel while elating with chloroform. 5.29 g of active 
material are thus obtained. 802mg of this substance are 55 purified by reversed-Phase cbromatograpby on a com-mercially obtainable Lobar column (Licboprep RP-S. size C) while elating with methanol. There arc obtained 158 rag of (2S,3S,SS,7Z,1OZ)-5-[(S)-2-formalltldO-4-metby1.va1cty1ux,]-2haxy1-3*hydroxy-7,lOhe* 

60 adecadienoic acid lectona (lipstatln) which is   
yellow-

ish oil at room temperature. Itis waxy-crystalline at low 
temperatures. Microanalysis (dried for 20 hours In a high vacuum at 50’): 65 Calculated for C29149NJOS (491.713): C

 .70.84, H 10.01, N 2.85. Found C 70.85, H 9.97, N 2.59. Optical rotatlotu 19J20= �19.0’ (C=1 in chloro-form). 



9. - 
Mass spectrum (chemical tonization with NH3 as the 

reagent gas) Peaks at, inter al*m/z 509 (M+NH4+) 
and 492 (M+N-1-). 

III spectrum (film): Bands at, inter AU 3318, 3012,. 
2928, 2558, 2745, 1823, 1740, 1673, 1521, 1382, 137( 
1250, 1191 cm-1. 

The absolute configuration could be established by 
chenucally degrading the Ilpatatin and comparing the. 
fractions obtained with known substances. 

EXA.MPLE 2 

(a) Fermentation 
A 2001 ferinentor containing production medium N 

16 is inoculated with a pro-culture of Streptomycee 
toxytricini 85-13 (shaking flasks and then 101 ferinenta-
tion) prepared in accordance with Ezample 1. The pro-
duclion medium N 16 corresponds. to production ML- 
diumNl used in Example .1, but also contains0.l% pig 
lard. The fermentation is carried out as described In 
Example 1 for 120 bourn Alter. 120 bows, the intracel-
lular lipase-inhibiting activity amounts to 71 ICia/mi of 
fermentation broth and the extracellular Ilpase-inbibil-
ing activity amounts to  1Cm/aol of,ferinentatf on broth. 

(b) Working-up 

After completion of the fermentation, the fermenta-
don broth is heated to 80° for 10 minutes, subsequently 
cooled and the cell mass is separated using a tube centri-
fuge. By two-fold centrifugadon there are obtained 11.4 
kg of mycelium the culture filtrate Is discarded. The 
mycelium is triturated in 701 of methanol for 30 min-
utes, whereupon the suspension obtained is suction fil-
tered. The filter cake is again trituratcd with 501 of 
methanol and. suction filtered. The combined methano-
lic extracts are concentrated to 1.8 L This giiy is. 
extracted three times with 21 of butyl acetate each time. 
160, g of crude extract are obtained from the combined 

organic phases after evaporation. 

(c) Purification 

This crude extract, is purified by multiplicative ex-
traction with the system hexane/methanoVwatcr 
(5:4-M). The active substance is firstly transferred from. 
the lower phase (Ip) into the upper phase (up). 160 g of 
crude extract are dissolved in4I of Ip and stirred in a 
stirring vessel with  1 of up. After separating the up, the 
Ip is extracted a second time with 41 of fresh up. A. 
stable emulsion forms and to this there are added 41 of 
Ip and 41 of up, whereupon a good phase separation is 
achieved. After separating the up, theip is extracted 
twice morewith 81 offteshup The combined up give 
90.3 g of extract after evaporation. The extraction ip is 
discarded. The active substance is now transferred from 
the. up into the Ip. 903 

go( the above extinct are dis-
solved In 41 of up and extracted with 41 oflp.’After 
phase separation, the up is extracted a further three 
times with fie*Ip. ’Me up is subsequently discarded. 
The combined Ip are concebtrated to (Li I of aqueous 
phase and this is extracted eight times with a total of 0.2 
I of ethyl acetate. 25.8 g of product arc obtained after 
evaporation. The extracted aqueous phase is discarded. 
The Anther purification of this material is curried out by 
filtration over 1 kg of silica gel 60 (0.050-0.063 mm 
particle size column 

lox 

100 cm) while eluting with 
chloroform. There are obtained 649 mg of product 
which is chromatogauphed on a Lobar column (Ucho. 
prep RP-8, size C) while eluting with methanol (rev-
ersed-phase chromatography). There are obtained 204 

4.98,O89 
10 

mg of lipatatin which is pure according to thin-layer 
chromatography. 

£XAMPLE:3 

S 138 rag of Iipstatin are dissolved in 10 ml of ethanol 
and the solution is treated with .60 rag of 5 percent 
palladium/carbon and stirred at room temperature for 3 
hours in a hydrogen atmosphere (balloon) The catalyst 
is subsequently centrifuged off. The hydrogenation 

10 product in chromatographed over a short silica gel col-
umn (1 X5 Cm) with chloroform. There are obtained 
112 rag, of (2S,3S,5S)-54(S)-2-formamido-4-methyl 
valeryIoxy-2-hexy1-3-bydroxyhexadecanoic acid lac-

tone (tetrahydrolipsiatin) as a waxy, slightly yellow 15 solid. Optics! rotation: (a3p2°.-32.0’ (c=1 in chloro-form). Mass spectrwn (chemical ionization with NH3is the reagent gas) Pubks at, inter alia m/z $13 (M+NB.+);’ 20 496 (M-FH) and 452 (M+H+-4MO. 

1k spectriun (fllm)  an  at, ’inter ella, 3332, 2956, 
2921, 2853,1838, 1731, 1709, 1680, 1665,. 1324, .1383, 1249 and 1200 cm-1; 

1H-NMR. spectrum (270 Mlix, CDC13): 0.89 (6H) 
25 0.97(60k 1.15-1.5 (27H); 1.5-1.85 (611); 1.9-2.25 (211); 3.24 (10); 4.32 (1H) 4.68 (IM, 5.03 (111); 6.43 (111); 

8.07 and 8.21 (111) ppm. 

EXALIPL.E 4 30 (a) Fermentation 

A2 1 shaking:culture flask.contslningpre-culture. 
medium 391 is inoculated with sporesof an agar slant, culture of Streptomyces toxytricini 85-13 and acrohl-35 Incubated at 280 C. for 

fl hours. Thereafter, the 2 1 precuhure Is transferred into a 501 ferrneutor contain-

ing production medium N 16 and incubated at 28°C. for 
77 hours with 0.5 vvm aeration. This 501 pre-culture is used to inoculate 910001 fermentor containing medium. 40 N 16. This production fermentation is carried out at28° C. and 0.5 was aeration for 91 hours, whereby a lipsta-. tin, 

titre of 73 ICSU/znl hatsucellularly and ’16 ’1Cm/mi extracellularly is. achieved. The entire fermentation broth is cooled to 2’ C. and centrifuged, whereby there 45 are obtained .41 kg of molar biomass which are frozen at �20’ C. (b) Working-up 37 kg of mycelium are melted at 4 C and homoge. S# nized with about 40 1 of water in a mixer. The thinly liquid suspension obtained is treated with 1401 of meth-anol and stirred for 20 minutes. The mixture is subse-quently suction filtered over a cloth filter, whereupon the filter cake is extracted further with 1401 of wetbu.. 55 not The nautbanol extracts are concentrated at 300 C. to about 22 L The concentrate obtained is diluted with atcr, to 50 land extracted three times In a stirring vessel with 501 of herane/ethyl acetate (1:1) each time. In the see-. and and third extractions there are obtained emulsions co which can be broken by the addition of about 1.4 kg and 0.5 kg of sodium chloride, respectively. The combined organic extracts are concentrated, dried over sodium sulphate and evaporated to an oily residue. 428 .g of crude extract are obtained. 65 (c) Purification This crude extinct is filtered

 in four portions over in each case 1 kg of silica gel 60(0.040-0.063 mat particle 
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size), whereby the elation is carried out with chloro-
form (column: lOX 100 cm). There are obtained 70 go! 
enriched preparation which is filtered in two portions 
over in each case 1 kg of silica gel 60 while eluting with 
hexane/ethyl acetate (gradient from 9:1 to 4:1). There. 
are obtained 4.2g of active material which is purified in 
four portions by reversed-phase chromatography on a 
Lobar column (Lichoprep RP-9, size C) while aiming 
with methanol. 1.77 g of lipstarin are obtaIned. 10 

EXAMPLE A 

Manufacture of soft gelatine capsules of the following 
composition: 

Aniount P. - 

Lipsisilli So Mg 

NEOBEE M.3 450 itI 
20 

The solution of the active substance In NEOBEE 
M-S is filled into soft gelatine capsules of suitable size. 
NEOBEE M-5 Is a mixture of triglycerides commonly 
used for pharmaceutical preparations. 

We Claim. 
1. A compound of the formula 

H 
HcON 

wherein A is the group. 

HyA\/\YH 

or �(CR2)5�. 
2. The compound of claim 1. (2S,3S,5S,7ZIOZ)-5-

((S-2-fordo-4-methyl-vloxy]-2-heayl-3-
hydroxy-7,10-hexadecadienoic 1,3 acid lactone. 

3. The compound of claim 1, (2S,3S,SS)-5-[(S)-2-for-
mamido.4inethyl-valery1oxy]-2-bexy1-3-hydroxy-hex-
adecaucic 1,3 acid lactong. 

4. A pharmaceutical composition for administration 
to a patient comprising 

(a) about 5% to about 95% of a compound of formula 

H 
neoN 

wherein A is the group 

12 

or �(CHs)s--
said composition being present in a amount sufficient 

to supply about 0.1 to about 100 mg of compound 
I per kilogram of body weight of the patient per 
day; and 

(b) 5% to 95% of a pharmaceutically acceptable inert 
carrier material, said composition being formulated 
in a unit dosage form. 

S. The composition of claim 4 wherein said composi-
tion is formulated in an oral unit dosage form. 

6. The composition of claim $ wherein said oral unit 
dosage form is a tablet, dragee, capsule, solution, cued-
sion or suspension. 

7. The composition of claim 4 wherein compound I is 
(2S,3S,SS,7Z,IOZ)-5-((S).2-fozrnamido4-methyl-

25 vale yloxy]-2-hexy1.3.hydroxy-7,10.hexadeuadienoiC 
1,3 acid lactone. 

B. The composition of claim 4 wherein compound I is 
(2S,3S,5S).54(S).21brmamldo4methyl-va1eryl0zyJ-2- 
hexyl.3-hydroxy-bexadscanoic 1,3 acid lactone30
 9, A method of treating obesity in an afflicted mam-

mal comprising administering to the mammal a corn 
pound of the formula 

33 

HCON 
181 

0 

40 0 

IS] IS] 

43 wherein A is the group 

or 
in an amount which Is effective In treating obesity. 

10. The method of claim 9 wherein compound I is 
55 (jS,5g,7ZlQZ)..54(S)2-formamido-4-methyl-

valeryloxy].2-hexyl.3-hdrOXlfr7,10-bexadecadlenOIc 
1,3 acid lactone. 

11. The method of claim 9 wherein compound 
jQ (2S,3S,5S)-5.((S)-2.forrxiamido-4-methyl-valcrylOxyi-2-

lmexyl-3-hydrozy-hexadecanoic 1,3 acid lactone. 
12. The method of claim 9 wherein compound I is 

administered In a daily dose of about 0.1 rag to 100 
fis mg/kg body weight of the mammal. 

13. A method of treating byperlipaenila In an afflicted 
mammal comprising adminstering to the mammal a 
compound of the formula 



0-

13. 

H’ 
HOON 

S1 0 

VtVAV 
A::j"? (s] 

. . 
I . 

IS] N 

wherein A is the group 

4,598,089 
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17. A method of preventing obesity in a mammal; 
comprising administcring to the mammal a compound 
of the formula 

or �(CR2),---, 
in an amount which is effective In treating hyperlipa-

L 

14. The method of claim 13 wherein compound I Is 
(2S3S,5S.7Z,10Z).5-KS.2.fovT’’1111o.4-methyl-
vale yloxy].2.hexyl-3-hydroxy-7,10-hezadecadlcnolc 
1,3 acid lactone. 

15. The method of claim 13 wherein compound I is 
(2S,3S,5S)-5.((S).2-formamldo-4-methyl-valerylOzy]-2-
Iiexyl-3-hydrozy-bexadeunnoic 1,3 acid hr!Mne-

16. The method of claim ’13 wherein compound I is 
administered in a daily dose of about 0.1 mg to 100 
mg/kg body weight of the mmnatnt. 

� � I, 
Ii 

HON 

10 

15 
wherein Ala the group 

KYI’1111v? 

a 

20 
or �(CR2),�, 
in an amount which is effective in preventing obesity by 
inhibiting pancrease lipase. 

it The.method of claim 17 wherein compound I is 
25 (2S,3S,5S,7Z10Z).54(S).2.FOrmamido-4-methyt 

valeryloxy]-2-bezyl-3.hydrozy.7,10.bexadeondieno’c 
1,3 acid lactone. 

19.  The method of claim 17 wherein compound I is 
2S,3S53)=5.[S).2-foruldo.4-methy1-valcryloxyj-2-

30 hexyl-3-hykory-4ezadceanoic .1,3 add lactone. 
20. The method of claim 17 wherein compound I is 

administered ma daily doseof about 0.1 mg.to.100 
mg/kg body weight of the mammal, 

a S �S S 

35 

40 

45 

50 

55 

60 

63 



(2OOO L A"LDE GFiAFICA$ tr 
i - 

3286.. 

Oq sit it 
ESCRITURA NUMERO CUATRO NIL QUININT0S - 

:::;: ::::::;::::: 

tainento del Valle del Cauca, Reibllca de 

Colonibla, a lo, VEINTITRES (23) dias 

delmçs  de OCTUBRE del aiio POS )TIL UNO --

(2.001), ante nil, .JORr.E ENRIQUE CAICEDO ZA1ORAN0, Notarlo 

T E P. C E R 0 (3o.) del Creulo de Call, ------

compareció JUAN MANUEL BARBERI OSPIN mayor de edad, vecino de Cali, 

identificado con la cØdulade ciudadanIanümero 14.949.561 de Cali, y dijo: 

’ RlMERO.- Que obra en su carÆcterdo.. l3.eesentante Legal de en nombre y pl 

rep-esentaciOn de TECNOQU1M1AS S.A tiedad  comercial organizada y existente 

- -\ couforrnel a las leycs colombianas, con dOmicilio y sede principal en Cali constituida 
� 

’jcd.acritura plblica ncimero 2670 de la Notaria Segunda de Cali de fecha 12 de 

’cJn de 1957, rcforrnada en distintas oportunidades, segcin consta en ci certificado 

expedido por la CÆmara de Comcrcio de Caii ---------

SEGUNDO: Qur n tal carØcter, por este pib1ico instrümeæe’ncede Poder Especial 

pero amplio y su ente a JOSE LUIS: REYES.V1LLAM1ZA, mayor de edad, vecino de 

Bogota, identifia.do con C C #79,152.473 c 11saqu6n, abogado en eJLrucIo, portador 

de laT P 44655 del C S de la J, domiciliadc n Bogota, D C Republica de Colombia 

con dirección carrera 7 No. 88.23 oficina 205, :dLa misma ciudad, como su representante 

con poder especial, amplio y suficiente, paraobtener la protección de nuestra propiedad 

industrial y contra la competencia desleal, a cuyo efecto lo autorizo, para que nos 

represente ante ctialesquiera entidad o persona, ejerzin a no jurisdicción, especialmente 

ante las del orden administrativo, contencioso-administrativo y judicial, en todo lo 

concerniente a Los siguientes asuntos: a) Obtención, formulación de observaciones y 

oposición a patentes de invención, rnodelos y dibuJ,1iiidustrialcs y el registro de 

licencias de uso de esos derechos; b) Las acciones de oposición, cancelación, nulidad, 

medidas cautelares, concesión de licencias y en general los pr oL ySgrpel 
I 

IF IJ Tn �’..’’ 
administrativos o contencioso-administrativos relacionados CO S o 

1 ENTic 

diferente naturaleza; acciones y procesos que promovamos o 

ESTE PAPEL NO TIENE COSTO ALGUNO PARA EL US 



quc en todos los asuntos artiba determinados,, U nto en Los rm nos seæalados por los 

� artIculos 42 
y 

comIemen1arios de La Decisión  486 de la Co nun dad Andina corno del 

articulo7O del CJ’.0 pueda sustituireste mandato transigir, c ,nci jar, admitir los hechQs 

del proceso, desistir, cancelar, recibir, renunciar, 
y 

ratificarlor act s de agcntes oficiosos 

y 

ceder ,a Lituiogrdtuitoy/o onerosO, licenciar, ins’ ribir contra osi e cesión 
y 

de ilcencia, 

inscripción de prendas, levantarniento de prendas inscribir derec lios de rctención 
y 

en 

general toclos los asuntos que se debaritrarnitar a te la Supe inte idencia de Industria 
y 

Coinercio.------------------------ -------------. -- -------

Leldo ci prcsente instrumento al otorgante, lo apr bó 
y 

en c ’ns ncia firma connilgo ci 

Notarlo de todo lo cual doy fe.-------------------------- - - 

Sc agregan eoiDprobantes. Terechoe $30.000 00 Deereto 1681 de 

Septieinbre 16 de 1996. Reformado ediante le ;olucln No.5839 

de Diclembre 27 del ao 2,000 y D creto 1326 de Julio 06 del 

aio 2.001. Se co.rrio en ].a hoja Uumero, A386877. ENMENDA�

DO "OCTRE" VALE. 
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O7 

JUAN MANUEL BARBERI OSPINA 

En rep. de TECNOQUflICAS S.A. .� 

.. 
Ila 

-L SUSCRI   A.  Im 

-- o I E FUETOA S 
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CERTIFICA: 

NOP’IRE: TECNOQUIMICAS $ A 
DON 

:CI
LIO: CALl VALLE 

� DIR7,CCION COMERCIAL :---C 23 7 39 
DIP CCION NOTIFIcACTON JUDICIAL: ---C 23 7 39 
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CETIICA:41-
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NI : 890300465
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CETIFICA: 

QUE ?0R ESCRITURA NRO 2.670 TDEL 12 DR JUN10 DR 1957 NOTARIA SEGUNDA DE CALl 
INS( RITA EN LA CAMARA COMERCIO-EL 01 DE JULIO DE 1957 BAJO EL NRO. 1662. 
DEL LIBRO IX SE CONSTITUYO LA SOCIEDAD DENOMINADA COMPANIAS TECNOQUIMICA 
LIMI TADA .. 

CERTIFICA: 

QtTh. POR ESCRITURA NRO. . 8438 DEL 30 DR DICIEMBRE DE 1970 NOTARIA SEGUNDA D 
CALl , INSCRITA EN LA CAMARA DR COMERCIO EL 07 DE ENERO 08 1971 BAJO EL NRO 
4.2260 DEL LIBRO IX ,LA SOC]EDAD SE TRANSFORMO DE SOCIEDAD LIMITADA EN SOCIEDA 
EN X)MANDITA POR ACCIONES BAJO EL NOMBRE DR COMPANIAS TECNOQUXMICAS LIMIThD 

DITA POR ACCIONES (SIC) 

CERTIFICA: 

QJ: POR ESCRITURA NRO. 2139 DEL 21 DE ABRIL DE 1972 NOTARIA SEGUNDA DR. crx , 
INSC ITA EN LA CAMARA DE COMERCIO EL 26 DR ABRIL DR 1972 BAJO EL NRO. 794 DR 
LIBR IX , LA SOCIEDAD CAMBIO SU NOMBRE DE COMPANIAS TECNOQUIMICAS IiTMITAfl 
COMA DITA FOR ACCIONES (SIC) . FOR EL DE TECNOQUIMICAS LIMITADA .& CIA..C. 
A. . . .. 

*** CONTINUA  
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CERTIFICA: 

QJE POR ESCRITtIRA NRO. 3255 DEL 30 DEAGOST DE 1983 0TARIA DECIMA DE CALl 
INSCRITA EN LA CAMARA DE COMERCIO EL 31. E AGOSTd DE 1983 BAJO EL NRO. 62343 
DEL �LIBRO IX ,LA SOCIEDAIJ SETRANSFONO.D SOCiEDAD E1 C0MDITA POR ACCIONES 
EN SOCIEDAD N?NIMA BAJO EL NOMBRE DE .TECMOQ IMICAS A 

CERTIFIC 

QUE FOR ESCRXTtJRA NRO.’.5664 DEL 12 DEE) CIEMBRE tE 2b05 NOTARIA TERCERA DE 
CALl INSCRITA EN LA CAMARA DE COMERC 0 EL 19 tE DCIEM5RE DE 2005 AJO EL 
NRO. 14102 DEL LIBRO IX ,SE APROBO LA FtT ION POR ABSOCI0N ENTRE (ABSORBENTE) 
TECNOQUIMICAS S.A.  Y (ABSORBIDA (8)) DISTE EIDORA FARNACEUTICA CALOX 
COLOMSIANA S.A. - EN LIQUIDACION-, 
ORGANIZACION FARI4AcEUTICA AMERICANA S.A. O7 - EN LTQU1ACION-

CRTIFC 

P.EFORMAS 
DOCUMENTO FECRA.DOC ORIGFN FECFJA.INS NRO. 
IS I3IBRO 
E.P. 4075 05/09/1957 NOTARIA SEGUND DE CALl 27/09/1957 
16922 
E.P. 5718 28/11/1957 NOTARIA SEGtJND DE CALl 30/12/1957 
17242 
E.P. 5507 31/12/1957 NOTARIA PRIXERk DE CALl 13/03/1958 
17529 
E’. 3124 16/07/1958 NOTARIA PRI-MERk DE CALl 17/10/1958 
18365 
E.P. 3325 29/07/1958 NOTARIA  PRIMERk, DE CALl 1 17/10/1958 
18366 . 
E.P. 5726 17/12/1958 NOTARIA PRIMBRA DE CALl 12/05/1959 
19258 . . . � 
E.P. 2374 12/05/1959. NOTARIA PRIME DE CA.LI 03/06/1959 
9368 . ,. . 

E.P. 2793 20/06/1961 NOTARIA PRIME DE CALl 07/07/1961 
22616 
E.P. 2794 20/06/1961 N0TAIA PRIME DE CALl 07/07/1961 
22617 
LP,. 6365 30/12/1961 NOTARIA PRIME lIE C1.LI 23/01/1962 
23489 . . .� 
E.P. 183 21/03/1962 NOTARIA, PRIME BE CLI 28/03/1962 
23850 . . . I 

E.P. 3396 28/05/1963 NOTARIA PRIMERA DE C  1 11/06/1963 
26016  

*** CONTINtJ *** . 
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30112] .963 �NOTARIA PRIMERA DE CALl 23/01/1964 
. 

E.P 
27117 
E.P. 5718 28/11/1957 NOTARIA SEGUNDA DR CALl 10/02/1964 
27131 
E.P. 2743 29/04/1964 NOTARIA PRIMERA DR CALl 06/05/1964 

.27611 - 
H.P. 2744 29/04/1964 NOTARIA PRIMERA DR CALl 06/05/19.64 
27632 

� �E.P. 7057 21/10/1964 NOTARIA PRIMERA DR CALl .. 22/10/1964 
2851 
R.P. 1693 26/04/1965 NOTARIA PRIMERA DE CALl 28/04/1965 
2959 
EP- 1799 10/05/1966 NOTARIA PRIMERA DR CALl 11/05/1966 
A16 Z3 .�, �. . 
E.P. .2498 18/11/1966 NOTARIA OUARTA DR 

. 

CALl . 25/11/196.6 
327 57- 
.P. 2792 27/12f1966-NOTARIA UATA...bE CALl ... . . 05/01/1967 

..3.3-0-39 
24P. 2209 

r 

25/09/1967 NOTARIA CuARrA 
. 

DE CALl 04/10/1967 
’345)l  � . --._.----r ;-----.-�_____�� 

¶.� 

E P 6933 20/12/1967 -NO-’I’.ARIA SEGUNDA DE -CALl 28/12/1967 
3.5032 

----- r 

’E.P._ 6363 14/11/196.8 NOTAIA:,..,..$EGUNA 
- 

DE 
cii 

26/11/1968 
37111  
E.P. 7711 31/12/1968 NOTARIA  SEGUNDA DE CALl 04/02/1969 
376.5..:-- ........ 

H. P 5597 30/09/1969 - TNOTARIA SEGJNDA DE CALl 18/10/1969 
393. . 
E.P. 5211 27/08/1970 NOTARIA SEGUNDA t)E CALl 04/09/1970 
.41319 ... . 
E. P 6576 07/10/1971 NOTARIA SEGUNDA DR CALl 14/10/1971 
4-4 115 4 
E.P 7286 09/11/19711 NOTARIA SEGUNDA DE CAI.iI 10/11/1911 

. �.. 

E.P. 8042 03/12/1971 NOTARIA SEGUNDA DR CALl. . 21/12/1971 
447.6 . 

6209 05/10/1973 NOTARIA SEGUNDA DR CALl 15/10/1973 
�_J550i IX 
E..P 8741 31/12/1973 NOTARIA SEGUNDA DE CALl 08/03/1974 
.763; IX 
..E.P 9270 31/12/1974 NOTARIA SEGUNDA DR CALl 31/01/1975 
U7!2 IX 
EP 9504 31/12/1974 NOTARTA SEGUNDA DE CALl . 04/04/1975 

..124 1 IX . . 
E.P 

7566 

05/12/1975 
NOTARIA SEGUNDA DR CALl . 09/01/1976 

15511 
IX . - E.P 2671 

09/05/1980 NOTARIA SEGUNDA DE CALl 22/10)1980 
43.59 IX . CONTINUA 
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E.P. 779 10/03/1982 NOTARIA DECIMA DE CAL]f 03/08/1982 
54655 IX 
E.P. 4324 10/11/:1982 NOTARIA DECIMA DE CAL 4 30/06/1983 
1172 IX 

E.P. 1269 18/03/1986 NOTARIA DECIMA DE CAL 01/04/1986 
83730 IX 
E.P. 5089 24/09/1986 NOTARIA DECIMA DE CM4 29/09/1986 
87933 IX 
LP. 7064 04/11/1987 NOTARIA DECIMA DE CAL] 19/11/1987 
2552 IX 
E.P. 7065 04/11/1987 NOTARIA DECIMA DE CAL]t 19/11/1987--
2553, IX 
.:E -.P. 5929 14/07/1989 NOTARIA DECIMA DE CAL 26/07/1989 
20225 IX 
LP. 8569 29/09/1989 NOTARIA DECIMA ]DE CAL] 02/10/1989. 
22250 IX 
E.P. 10571 04/12/1992 NOTARIA DECIMA DE CAL 

. 

15112/1992 
60929 IX 
E.P. 10249 18112/1995 NOTARIA DECIMA DE CAL 20/12/1995 
10214 IX 
-E.P. 2359 22/05/1997 NOTARIA TERCE DE CALl 27/05/1997 
3813 IX 
E.P. 2624 30/06/2000 NOTARIA -TERCERA DE CAII 07/07/2000 
4740 IX 
.P. 3814 15/09/2000 NOTARIA TERCERA. 118 CAII 18/09/2000 

.6381 IX 

.E.P. 3588 30/07/2004 NOTARIA TERCE Iyg CAII 04/0812004 
8542 IX 
E.P. 2224 24/05/2006 NOTARIA TERCEW, DE CAII 30/05/2006 
6565 IX 

CC: 

VIGENCIA: 01 DE ENERO DEL A?O 2057 

CERTIFI 

OBJETO SOCIAL. LA SOCL8DAI) TIENE POR OB ETO: A) TA FkBICACION, EL EN’TASADO, 
LA IMPORTACION, LA EXPORTAçEON,  LA A Y DI8I’RIBUCION 118 PRODIJCTOS 
BIOLOGICOS Y QUIMICOS, MEDIMENTOS Q PRODUCTOS EPAR4ACFUTICOS, PERFUMERIA 0 
EFECTOS 118 TOCADOR, PROIYtJCTOS .VBTRINAR OS, AGRC0LA$ Y ALIMENTOS NATtJRALES 

i/o 

PRODUCTOS DE CONStIMO POPULAR DE C ALQUIEItNAORALEZA Y SERVICIOS EN 
GENERAL. B) INVERTIR EN SOCI1DADES 0 PRESAS tIE CUALQUIER NATtJRALEA 0 
REPECIE DE LA SOCIEDAD MERCANTIL, NACI NAL 0 *XTRNJERA, QUE TENGAN COMO 
ACTIVIDAD 0 NEGOCIO PROPIO DE StJ OBJE 0 LA FARCACION, DISTRIBUCION Y 

CONTINUA ** 
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10 EN GMqgR= DE PRODUCTOS BIOLOGICOS Y QUIMICOS, MEIDICAMEN1rOS TOS FARMACEUTICOS, PERFUMERIA 0 EFECTOS DE TOCADOR, PRODUCTO NARIOS, AGRICOLAS, ALIMENTOS NATURALES Y/O PROCESADOS, PRODUCTOS I) ,O POPULAR, SERVICIOS EN GENERAL 0 LA EXPLOTACION DE ESTABLECIMIENTOS I) 10 DEDICADOS A DICHO GIRO. C) ADQUIRIR ACCIONES, CUOTAS SOCIALES, BONO .S, TITULOS U OTROS VALORES EN COMPANIAS DE CUALQUIER NATURALEZA 0 TIP DEDICADAS A LA EXPLOTACION DE CUALQUIER ACTIVIDAD ECONOMICA LICITA ARLAS.D) LA EXPLOTACION DEL NEGOCIO DE LA PTJBLICI]DAD Y EL 
ECIMIENTO DE OFICINAS DEDICADAS A ESTE NEGOCIO 0 A LA CREACION ID S DE PUBLICIDAD HABLADOS 0 ESCRITOS. E) GARANTIZAR LAS OBLIGACIONE S DE LOS ACCIONISTAS 0 DE TERCEROS. F) LA ADQUISICION DE BIENES MUEBLES 
LES Y DE TODA CLASE DE EQUIPO Y MAQUINARIA PARA SU ARRENDANIENTO 0 PAR 
MER.CIALIZACION DE ELLOS. EN DESARROLLO DEL OBJETO SOCIAL PODRA OBTENE 
EGIOS INDUSTRIAXJES, CONCESIONES, PATENTES DE INVENCION, DE MEJORAS IMIENTOS, MARCAS DE FABRICA 0 DE COMERCIO, YA SEA EN NOMBRE PROPIO 0 D 
OS, OTORGAR A TERCEROS, DENTRO 0 FUERA DEL PAlS CONCESIONES 0 USOS D ACION SOBRE ESTOS DERECHOS, EJECUTAR TODA CLASE DE CONTRATOS D VENTA, DISTRIBUCION DE MATERIAS PRIMAS, DE PRODUCTOS SEMIELIABORADOS .ADOS EN EL MERCADO INTERNO 0 EN EL EXTERIOR Y EN GENERAL, LA CELEBRACIO DO ACTO 0 CONTRATO SOBRE BIENES MUEBLES 0 INMtJEBLES DE COMERCIO RIALES 0 DE OTRA INDOLE QUE SE REFIERAN DIRECTAMENTE A LAS ACTIVIDADE RSIGUE LA SOCIEDAD. 

CERTIFICA: 
?RGANS DE DIRECCI?N Y A]DMINISTRACI?N. PARA LOS FINES DE SU DIRECCI?N 
ADMINIISTRACI?N Y REPRESENTACI?N, LA SOCIEDAD TIENE LOS SIGUIENTES ?RGANOS: A AS LEA GENERAL DE ACCIONISTAS. B) JUNTA DIRECTIVA. C) PRESIDENTE EJECUTIVO ID) TES VICEPRESIDENTES EJECUTIVOS. E) VICEPRESIDENCIAS ADMINISTRATIVAS. 
LA )IIRECCI?N DE LA SOCIEDAD CORRESPONDE, EN PRIMER TERNINO A LA ASAIQIBLE GENE] AL DE ACCIONISTAS Y EN SEGUNDO LUGAR, A LA JUNTA DIRECTIVA COMO DELEGAD DE A( UELLA. 
LA 1 EPRESENTACI?N LEGAL DE LA SOCIEDAD Y LA GESTI?N DE LOS NEGOCIOS SOCIALES 
EST AI ?N A CARGO DEL PRESIDENTE EJECUTIVO Y DE LOS TRES VICEPRESIDENTE 
EJECT rrros. 

FUNC ONES DE LA ASAMBLEA DE ACCIONISTAS. ENTRE OTRAS LAS SIGUIENTES: 1 
ACORI?AR LA FUSI?N DE LA SOCIEDAD, SU TRANSFORMACI?N, LA ENAJEMACI?N 0 E 
:REFO AMIENTO DE LA EMPRESA SOCIAL, LA DISOLUCI?N 0 LA PRORROGA Y CUAIJQUIE IMA, AMPLIACI?N MODIFTCACI?N DEL CONTRATO SOCIAL. 9) AUTORIZAR LI QUSICI?N DE ACCIONES PROPIAS, CON SUJECI?N A LOS REQUISITOS ESTABLECIDO POR LA LEY. 10) ADOPTAR EN GENERAL, TODAS LAS MEDIDAS QUE RECLANEN B CUMP]IMIENTO DE LOS ESTATUTOS 0 EL INTER?S DE LA SOCIEDAD. 
EN LA JUNTA DIRECTIVA SE ENTIENDE DELEGADO EL MAS AMPLIIO MANDATO 

*** CONTINUA *** 





4 11111111111111 111111110111011111111 ll flU 011 flU 
8 3 8 8 0 £4 3 7 * 

*01 * 

cic 

’ç CERTIFICADO NACIONAL
 

\ C IC) i) CAMARA DE COMERCIO DE CALl 

Fecha : 20070924 Hora Certificado 17:40:18 

Operacion : 02CP20924075 PAGINA No. 7 

COMC REPRESENTANTES LEGALES DE LA COMPA??A EN JUICIO Y FUERA DE JUICIO, L 
REP*ESENTANTES TIENEN FACULThDES PARA EJECUTAR 0 CELEBRAR SIN OTR 
LIM]TACIONES QUE LAS ESTABLECIDAS EN LOS ESTATUTOS EN CUANTO SE TRATE 
OPEACI0NES QUE URBAN SER PREVIAMENTE AUTORIZADAS POR LA JUNTA DIRECTIVA 0 P 
LA ASAI4BLEA DR ACCIONISTAS, TODOS LOS ACT0S 0 CONTRATOS COMPRENDIDOS DENT 
DEL OBJETO SOCIAL 0 QUE TENGAN CAR?CTER SIMPLEMENTE PP.EPARATORIO, ACCESORIO 
COMPLEMENTARI0 PP1RA LA REALIZACI?N DE LOS FINES QUE PERSIGUE LA SOCIEDAD Y Ii 
QUE SE RELACIONAN DIRECTAMENTE CON LA EXISTENCIA Y EL FUNCIONAMIENTO DE 
MISM. LOS REPRESENTANTES QUEDAN INVESTIDOS DE PODERES ESPECIALES PA 
TRANIGIR, ARBITRAR Y COMPROMETER LOS NEGOCIOS SOCIALES; PROMOVER 0 COADYUV 
ACCIØNES JUDICIALES, ADMINISTRATIVAS 0 CONTENCIOSO ADMINISTRATIVAS EN QUE 
COMP4??A TENGA INTER?S E INTERPONER TODOS LOS RECURSOS QUE SEAN PROCEDENT 
CONFQRME A LA, LEY; DESISTIR DE LAS ACCI0NES 0 RECURSOS QUE INTERPONGAN; NOV 
OBL19ACI0NES 0 CR?DITOS; DAR 0 RECIBIR BIENES EN PAGO; C0NSTITUIR APODER.AI) 
JUDIc4IALES 0 EXTRAJUDICIALES, DELEGARJJES FACtJLTADES REVOCAR MANDATOS 
BUSTITtJCIONES. 

PARAGAP0: LOS REPRESENTANTES LEGALES DR LA SOCIEDAD TIENEN AMPLIA 
FACULrADES, SIN NINGUNA LIMITACflN Y SIN .REQUERIR AUTORIZACI?N PREVIA DR L 
JUNTA DIRECTIvA, PARA ACTUAR EN NOMBRE DE LA SOCIEDAD EN LICITACIONE 
PUBLItAS, PRIVADAS 0 CUALQUIER OTRA MODALIDAD DR CONTRATACI ?N, PRESENTA 
PROPUSTAS, ACEPTAR ADJtJDICACIONES Y CONTRATAR SIN LIMITACI?N DR CUANT?, 
.ALGUN4. ANTE LAS ENTIDADES PUBLICAS, EMPRESAS INDUSTRIALES Y COMERCIALES DR 
ESTADC, SOCIEDADES DR RCONOM?A MIXTA, BIEN SEAN ELLAS DEL ORDEN NACIONAL 
DISTR*TAL, DEPARTANENTAL 0 MUNICIPAL. 

CERTIFICA: 

DOCUMET0: ACTA No. 393 DEL 20 DR ENERO DE 1993 
ORIGEN: JUNTA DIRECTIVA 
INSCRI’CION: 26 DE ENERO DR 1993 No. 62203 DEL LIBRO IX 

FtJE 
(RO ) NOMBRADO (8): 

PRESID NTE EJECUTIVO 
FRANCI CO JOSE BARBERI OSPINA 
C.C. 14445880 

VICEPRE IDENTE EJECUTIVO 
JUAN MA1IJEL BARBERI OSPINA 
C.C.149’9561 

VICEPREIDENTE EJECUTIVO 
JUAN BATISTA DE LOS RIOS GUTIERREZ 

*** CONTINUA *** 
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tNSCRIPCION 24 DF, MAYO DE 2000 NO 3622 LIBRO IX 

bOCUMENIO ACTA No 65 DEL 27 rTh iLIO DR 200t 
ORIGEN ASBLA GENER7L DE ACIONTAS 
INSCRIPCION 04 DE .,GOSTO rE 2006 No 911 DEL LTBRO lx 

OMBRAIJO(S) 

JUNTA DIRECTIVA 

RINCLPALES 

RXMER RENGLO 
NCISCO JO$E BAREERI OSPNA 

CC 14445880 
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C. 16,615708 

StILENTES . . . 

�

 

PRIMER 1, RENGLON 
GU AVO ADOLFO SANCREZ LESMES . . 
C..’ .16625960 . . - . 

SE UNDO RENGLON . . . . . . � 
VI TOR RICARDO ROSA GARCIA 
C. .68.1102  

TB LCER RENGLON 
- AN !ONIO JAIRO RANIREZ EHAVE  

. .16741040 - .----..- . 

........ 
ICU %RT6, RENGLON...  

IESTO TRUJILLO PEREZ . ..: ..; 

C. 
� 

�.i49841O4 .. . - 

QU Nr0 RENGLON - - 
ANk MARIA ALVAREZ 

- - 

C .31170896  

CE 

DC CtJMENTO: ACTh No. 59 DEL I 1. DR MARZO DE.. 2003 
O IGEN: ASANBISEA DE, ACIOIISTAS . . 

acRIpCION 23, DEABRIL DE..2003No.284S DEL LIBRO IX 

NOMIDRADO(S): . 

-OTZSOR FISCAL � . . . . 

:ID
 

LOITTE & TOUCHE LTDA D:& TLTDA . .. 
.N:T.860OO5813_4 . . . -.. 

CERTIFICA: J 

- D( CUMENTO DOCUMENTO PRIVADO DEL 26 DE A(OSTO D’S 2004 
o IGEN: DELOITTE 

& 

TOUCHE L2’)A D & T LTDA . 
I SCRIPCION: 30 1EAGOSTO DE 2004 NO 9417 DEL .LIBRO TX� . �� F (RON) NOMBRADO (B) , 

..... CONTINtJA 
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REVISOR FISCAL PRINCIPAL 
LUIS FEENANDO QtJICENO BENAVIDES 
C.C..6106227 

REVISOR FISCAL StJPLENTE 
JESUS DARTO LOPEZ CASELLA 
C.C.16789097 

CERTIFICA: 

QUE POR ESCRITURA NRO. 5235 DEL 19 DE JULIO DE 1996 NQTARIA DECIMA IDE CALl 
INSCRITA EN,,LA CAMARA DE COMERCIO EL 25 DF JULIO D2 1996 BAJO EL NRO. 144 DEL 
LIBRO V MEOThNTE LA CUAJJ SE LE CONCEDE P DER ESPECIAL, ANPLIO Y SUFICIENTE A 
CARLOS ALBERTO QUINTERO, MAYOR DE EDAD, VECINO DE ESTA CIUDAD, IDENTIFICA]DO 
CON LA CEDUIJA IDE CItJDADANIA NRO. 
14.440.778 DE CALl, PARA QUE EN NOMERE Y REPRESENTACION DE LA SOCIEDAD, CUYA 
PERSONERIA OSTENTA, EL REPRESENTANTE EN L S SICUIENTESI ACTOS: A) PRESENTAR EN 
LA ADMINISTRACION DE IMPUESTOS Y AIJUANAS ACIONALES 0 DEL ORGANISMO QUE HAGA 
SUS VECES y FIRMAR EN REPRESENTACION DE LA SOCIEDAD, LAS DECLARACIONES DEL 
IMPUESTO SOBRE LA RENTA Y COMPLEMENTARTOS QUE CORRESPONDA A LA SOCIEDAD, Y 
TODAS LAS DEMAS DECLARACIONES QUE LA SObIEDAD DEEA PRESENTAR ANTE DICHA 
ENTIDAD, TALES COMO LA DE VENTAS, RETENCION EN LA FUENT , TIMBRE Y CUALESQUIER 
.OTRA DECLARACION QXTh POR LEY LA SOCIEDAD ESTE OBLIGADA A RESENTAR. 

B) PAPA PRESENTAR Y SUSCRIBIR TODOS LOS DQUM NTOS QUE OBLIGUEN A 
TECNOQUIMICAS S.A., COMO DECLARANTE DEL IMP ESTO DE IND STRIA Y COMERCIO Y EL 
COMPLEMENTARIO DE AVISOS Y TABLEROS EN LOS MtJNICIPI)S N QUE LA SOCIEDAD ESTE 
OBLIGADA AL PAGO DE LOS CITADOS IMPUESTOS, MENTE NOTIF’ICARSE DE PUDIEN3DO 

IIIDDRECCION

TODAS LAS ACTUACIONES, ACTOS, DILIGENCIAS 0 GESTI)NELACIONADAS 0 QUE SE 
DERIVEN DE LOS MENCIONADOS TRIBUTOS. C) P .PRESE’TT  SUSCRIBIR TODOS LOS 
DOCUMENTOS QUE OBLIGtTEIN. A TECNOQUXMICAS .A. C0M) ARANTE DEL IMPUESTO 
PREDIAL Y COMPLEMENTARIOS EN LOS MONICIP OS DON]DGA BIENES INMtJE8IES, 
PUDIENDO IGUALMENTE NOTIFICARSE IDE TODAS LA ACTUACIbNACTOS, DILIGENCIAS 0 
GESTIONES RELACIONADAS 0 QUE SE DERIVEN DEL CITDMPUESTO. ID) PARA DAR 

RESPUESTA A LOS REQUERIMIENTOS ORDINARIOS Y A LAS 0T(JDES DE INFORMACION 
EN RELACION CON LOS IMPUESTOS ADMINIST OS POR L  IDE IMPUESTOS Y 

ADUANAS NACIONALES Y POR LAS ]DEPENDENCI MONICL’AQUE ADMINISTREN LOS 

IMPUESTOS DE CARACTER TERRITORIAL. E) Y EN GENEAL, PARA QUE AStNA LA 

PERSONERIA EN NOMBRE DE TECNOQUIMIAS S .A., SIEMPRE IDE LO ESTIME CONVENIENTE, 

DE MANERA QUE EN NINGUN CASO LA SOCIEDIM QUEDE,SID REPRESENTACION EN LOS 

ASUNTOS REL1ACIONADOS CON LAS FACULTADES OTORGADAS. 

CERTIFICA: 

*** CONTINUA *** 
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QtTh POR ESCRITURA NRO. 2719 DEL 15 DE JULIO DE 1999 NOTARIA TERCERA DE CALl 
INCRITA EN LA CPINARA DE COMERCIO EL 02 DE AGOSTO DE 1999 BAJO EL NRO. 323 DR 
LIRO V MEDIANTE LA CUAL SE CONCEDE PODER ESPECIAL, PERO AMPLIO Y SUFICIENTE 
S  GOMEZ UPEGUI, MAYOR DE EDAD, VECINO DE CALl, IDENTIFICADO CON LA CEDUL 
DE CItJDADANIA NRO. 16.633.490, GERENTE DEL DISTRITO DE VENTAS DEL OCCIDENT 
COIOMBIANO DE LA SOCIEDAD, CON SEDE EN CALl, UBICADO EN LA CALLE 23 NRO. 4-66 
PAA EL EJERCXCIO DE LAS SIGUIENTES FACT.ILTADES: 1) PARA QUE EN NOMBRE D 
TE(NQQUIMICAS S.A. Y EN ASUNTOS QUE TENGA QUE VER CON EL DISTRITO DE VENTAS 
PR4MUEVA ACCIONES EN NOMBRE DE ESTA ANTE ENTIDADES PUBLICAS, FUNCIONARIOS 
EMLEA1DOS NACIONAL,ES, DEPARTANENTALES Y NUNICIPALES DEL ORDEN JUDICIAL 
AD*INISTRATIVO 0 POLICIVO, YA SEA EN PROCESOS, ACTUACIONES, SIMPLES ACTOS 
DIIGENCIAS Y GESTIONES DE CARACTER t1ABORAL, CIVIL, COMERCIAL Y POLICIVO, CO 
FAULTADES DE DESISTIMIENTO, ALLANANIENTO Y CONCILIACION, EN LOS QUE E 

. ES1:’ABLECIMIENTO 
INERVINIENTE. 

ESTE VINCULADO COMO DEMANDANTE, DEMANDADO 0 TERCER 
PARAGRAFO: LA FACULTAD DE CONCILIACION, DESISTIMIENTO 

AL]LANAMIENTO SE LIMITA HASTA LA SUMA EQUIVALENTE A CINCUENTA (50) SALARIO 
MIIIMOS LEGALES MENSUALES. 2) PARA QUE OTORGUE PODER Y, CONSTITUYA MANDATARIO 
PAA INICIAR LAS ACCIONES CIVILES, COMERCIALES Y PENALES TENDIENTES A L 
REUPERACION DR LA CARTRRA1 -SIN LIMITACION DR CUANTIA, CON EXPRESA FACULTA 
PAA ASISTIR EN NOMBRE DE LA SOCIEDAD A LAS AUDIENCIAS DE CONCILIACION, CO 
AU ORIZACION PARA TRANSIGIR, DESISTIR, CONCILIAR 0 COMPROMETER A LA SOCIEDA 
EN T000S LOS PROCESOS, GESTIONES JODICIALES, ADMINISTRATIVAS 0 RECLANACIONE 
EX RAPROCESO EN QUE INTERVENGA EN ASUNTOS DEL ESTABLECIMIENTO CON LA 
LI ITACIONES PREVISTAS EN EL PARAGRAFO DEL NUMERAL ANTERIOR. 3) PARA SUSCRIBI 
La CONTRATOS DE TRABAJO Y DARLOS POR TERIVIINADO DEL PERSONAL VINCULADO 0 QU 
SE! VINCULE AL ESTABLECIMIENTO DE COMERCIO. 4) PARA CONSTITUIR APODERADO 
APDERADQS EN DESARROLLO DR LA REPRESENTACION LABORAL, SI AS! LO CONSIDER 
NERSARIO, TENIENDO SUMA DILIGENCIA PARA QUE TECNOQUIMICAS S.A. EN NINGUN CAB 
QUDE SIN LA DEBIDA REPRESENTACION EN LA SALVAGUARDIA DE SUS DERECHOS 
O$JIGACIONES LABORALES. 5) PARA QUE EN DESARROLLO DE LAS ACTIVIDADES DR 
ESABLECIMIENTO DE COMERCIO EJERZA LAS SIGUIENTES FACUIJTADES ESPECIALES: A 
C04PRAR Y PERJ4UTAR TODA CLASH DE BIENES MUEBLES CUYA FINALIDAD SEA NECESAR.!. 
PAA EL MEJOR DESBMPENO DR LAS ACTIVIDADES DEL ESTABLECIMIENTO, HASTA POR L 

St*A 
QUE INDIQUE LOS MANIJALES Y PROCEDIMIENTOS INTERNOS DE LA SOCIEDAD 

PAAGRAFO: ES ENTENDIDO QUE Eli APODER.ADO EN SU CONDIC ION DE GERENTE, EST 
FAkULTADO PARA REALIZAR LA yENTA, SIN LIMITACION DE CUANTIA, DE LOS ARTICULO 
PRPIOS DR LA ACTIVIDAD COMERCIAJJ DEL DISTRITO DE VENTAS. B) MANEJAR LA 

CU
 

ASCORRIENTES CON FACTILTADES PARA GIRAR CHEQUES HASTA POR LA CUANTIA QU 
DETERMINEN LOS MANUALIES Y PROCEDIMIENTOS INTERNOS DR LA SOCIEDAD. C) OTORGA 
CRDIT0S EN DESARROLLO DR LAS VENTAS DR LOS ARTICULOS PROPIOS DR LA ACTIVIDA 
CO4ERCIAL DEL DISTRITO DE VENTAS, DE ACUERDO CON LO QUE DETERMINEN LO 
$IUALES Y PROCEDIMIENTOS INTERNOS DE LA SOCIEDAD. ID) RECIBIR A NOMBRE DR Ii 

S(CIEDAD CUALQUIER SUMA DR DINERO, EXPIDIENDO LOS COMPROBANTES EN QUE CONST. 
EL PAGO. 

CERTIFICA: 

*** CONTINUA *** 
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QUE POR ESCRITURA NRO. 2873 DEL 10 DR JULI DE2001H N(1)TARIA TERCERA D CALl 
INSCRITA EN LA CAMARA DE COMERCIO EL 06 DR SEPTIEMBE E 2001 BAJO EL NRC. 213 
DEL LIBRO V MEDIANTE LA CUAXJ SE CONCEDE P DER ESPEIAiL, AMPLIO Y StJFICIENTE A 
MARIA TERESA CANON DE GUZMAN, IDENTIFICADA CON L C DOLA DR CIUDADANIA NRC. 
31.238.104 DE CALl, CARLOS ARTURO PENA NIETO It)NT FICADO CON LA CEDULA DE 
CIUDAIDANIA NRO. 19.483.439 DE BOGOTA Y ANGELA MARIA CORREA CARDONA 
IDENTIFICADA CON LA CEDULA DR CIUDADANI No.66.35.555 IDE CALl, LA PRIMERA 
COMO PRINCIPAL Y EL SEGUNDO COMO PRIME SUPLENT Y LA TERCERA COMO SEUNDA 
SUPLENTE, PARA QUE REPRESENTEN A LA SOCIE AD EN TO OS LOS ASUNTOS CAIVIBIAR.IOS, 
CON FACULTAD PARA PIRMAR DECLRACIONES ID CANBIOSSR POR CREDITOS EN MONEDA 
EXTRANJEtRA, POR MOVIMIENTOS DR LAS. CU NTAS CO RI NTES DR COMPENSACION, 
IMPORTACIONES . DE BIRNES Y SERVICIOS, RANSFERRICI S Y OTROS CONCEPTOS, 
REGISTRO DR PRESTANO EN MONEDA EXTRANJERA OTORG4DO A LA EMPRESA EN StJ 
CONDICION. DE RESIDENTE Y TODOS AQUELLOS CUMENTO 0 OECLARACIONES QUE . DEBAN 
HACERSE ANTE EL BANCO DE LA REPUBLICA U OTRAS E TIDADES GUBERNANETALES 
RESPECTO IDE OPERACIONES EN EL MERCADO CV01ARIO. LOS APODERADOS SUSCRIBIRAN 
TODOS LOS DOCUMENTOS Y REALIZAR TODOS LOS ACTOS QUE OBLIGUEN A TECNOQUIMICAS S. 
A. ANTE LAS AUTORIDADES CANBIARIAS, PUDI NDO IGUA1jMRNTE NOTIFICARSE DR TODAS 
LAS ACTUACIONES, ACTOS ADMINISTRATIVOS, DI IGENCEAS 0 GESTIONES RELACIONADAS 0 
QUE SE DERIVEN DR DICFIA ACTIVIDAD Y EN GENERAL PARA QUE ASUMA LA PERSONERIA A 
NOMBRE DR TECNOQUIMICAS S. A., SIEMPRE QUI LO ESTIMEN CONVENIENTE, IDE MANERA 
OUR EN NINGUN CASO QUEDE SIN LA DEBIL)A ERPRESENTACION EN LA SALVAGUARDIA IDE 
BUS DERECHOS Y CUNPLIMIENTO DE OBLIGACI NES. DE cARACTER CAM8IARIO Y EN LOS 
ASUNTOS CONCERNIENTES PARA LAS MATERIAES DR QUR TRATA ESTE PODER, LOS 
APODERADOS SE CENIRAN RIGUROSAMENTE A LOS TERMINOS EXPRESADOS EN ESTE MANDATO 
QUE SE OTORGA POR TERMING INDEPINIDO Y CUAI,QUTER NOTIFIACION 0 REVOCATORIA SE 
HARA EXPRESAMENTE POR ESCRITURA PUBLICA. 

CERTIFICA: 

QUE POR ESCRITURA NRO. 307 DEL 31 DE ENER. IDE 2002 NO ARIA TERCERA DE CALl 
INSCRITA EN LA CAMARA DR COMERCIO EL 13 E FEBRE1O ID 2002 BAJO EL NRO. 298 

DEL LIBRO V MEDIANTE LA CUAL SE LE CONCEDE PODER ES  $ AMPLIO Y SUFICIENTE 

A JORGE ROBERTO OBANDO RODRIGUEZ, MAYOR DR EDAr, CINO IDE ESTA C]IUDAD, 

IDENTIFICADO CON LA CEDULA DE CIUDADANIA 0. 14.9 0.1 3 IDE CAL!, PARA QLTR RN 

NOMBRE I REPRESENTACION IDE LA SOCIEIDJW, C PERSONERIA OSTENTA: lo.) PROMUEVA 

0 DESISTA IDE ACCIONES ANTE CORPOR.ACIONES, ENTIDADS 0 EtINCIONARIOS DEL ORDEN 
JUDICIAL 0 GUBERNATIVO, YA SEA EN PROCE OS, AC AC ONES 0 ACTOS SIMPLES, 

DILIGENCIAS 0 GESTIONES EN QUE TECNOQUIM CAS S.A. TE GA INTERES COMO ACTOR, 

DEMANDANI)O 0 TERCERO INTERVINIENTE EN RE CION CN OS ASUNTOS DE CARACTER 

LABORAL, POLICIVO, PENAL 0 ,DE FISCALIA, ODE LA EMP ESA SEA PARTE ACTIVA 0 

PASIVA, CON CAPACIDAD PARA NOTIFICARSE Y CO TESTAR HA ERSE PARTE DE ELLOS EN 

NOMBRE IDE TECNOQUIMICAS S.A. 20.) SUSCRIBA DE POR E INADO LOS CONTRATOS DR 

TRABAJO DEL PERSONAL VINCULADO A LA EMP ESA. 30.) C NSTITUYA APODERADOS EN 
DESARROLLO DR ESTA REPRESENTACION LABORAL, REVOQUE SITSTITUYA DICHOS PODERES 

CUANJJO LO ESTIME PROCEDENTE. 40..) TRANSIJ , CONCILIE, DESISTA Y COMPROMETA A 

*** CONTINUA * * 



i IllIMhIllIllhlIllI*01
 

C� 

z 
\\ CERTIFICADO NACIONAL 

( z: 

CAMA1A DR COMERCIO DR CALl 

DECOMEmolummm Fecha. 20070924 Hora Certificado 17:40:18 

- 

Operacion 02CP20924075 PAGINA No 13 

LA EMESA EN TODOS LOS TRANITES ADMINISTRATIVOS Y PROCESOS JUDICIALES, D 

CIUACTER LABORAL, POLICIVO, PENAL 0 DR FISCALIA RN LOS QUE LA EMPRESA SE 

PATR DEMANDANTE, DEMANDADA 0 TERCERO INTERVINIENTE. PARAGRAFO. LA FACULTA 

PAR TRANSIGIR 0 CONCILIAR SE LIMITA A LA SUMA DR QUINIENTOS (500) SALARIO 

LE(MJES MENSUALES. 50.) OTORGUE PODERES Y CONSTITUYA MANDATARIOS PARA INICIA 

LAS ACCIONES JIJDICLALES DE CARACTER CIVIL, COMERCIAL Y PENAL TENDIENTES A L 

REChPERAQION DE LOS CREDITOS A FAVOR DE LA SOCIEDAD, BIEN SEA REPRESENTADOS K 
FACrURAS, DE, TITULOS VALORES 0 CUALQUIER OTRO DOCUNENTO REPRESENTATIV 
DE CREDITO, HASTA POR SUMA EQUIVALENTE A QUINIENTOS (500) SALARIOS MINIMO 

LEG ES MENSUALES, CON EXPRESAS FACULTADES PARA ASISTIR EN NOMBRE D 
TECTOQUIMICAS S.A. A LAS AUDIENCIAS DE CONCILIACION QUE PROGRAMEN LOS JUZGADOS 
CIVIELES MUNICIPALES Y DEL CIRCUITO, CON AUTORIZACION PARA TRANSIGIR, DESISTI 
CON ILIAR 0 COMPROMETER A LA SOCIEDAD HASTA POR LA CUANTIA INDICADA. 60 
REP ESENTE A TECNOQUIMICAS S.A. DENTRO DR LOS TRAMITES DR CONCORDATOS, 
PRO(ESOS DR REESTRUCTURACION ECONOMICA PREVISTO EN LA LEY 550 DR 1999 Y..LA 

� 

-NORXAS QUE LA ADICIONEN 0 MODIFIQtJEN Y LIQUIDACIONES OBLIGATORIAS QUE S 
TR?4ITEN ANTE LA SUPER.INTENDENCIA DR SOCIRDADES 0 ANTE LAS ENTIDADE 
PER’çINENTES CUANDO SE TRATE DR OTRA CLASE DR ACREEDORES 0 ANTE LOS JUZGADO 
CIV]LES, CON EXPRESAS FACULTADES PARA TRANSIGIR, DESISTIR, CONCILIAR 
COMROMETER, NOMBR.AR APODERADOS, PRESENTAR -LOS CREDITOS, APORTAR LAS PRUEBA 
OUR I ESTIME NECESARIAS, ASISTIR A LAS AUDIENCIAS PRELIMINARES Y DEFINITIVAS 
ACO1DAR FORMULAS DR PAGO, RECIBIR Y EN GENERAL PARA EJERCER TODAS AQUELLA 
GESIONES NECESARIAS PARA OBTENER EL RECONOCIMIENTO Y PAGO DE LOS CREDITO 
PRE ENTADOS. LAS FACULTADES AQUI ESTABLECIDAS ESTAN LIMITADAS PARA LO 
CREIITOS HASTA POR CUANTIA DR QUINIENTOS (500) SALARIOS MINIMOS LEGALE 
MENSUALES. PARAGRAFO. IGUALMENTE QUEDA FACUTTADO PARA ACE PTAR Y REPRESENTAR 
TEC$DQUIMICAS CUANDO LA EMPRESA SEA NOMBRADA EN JUNTA DE ACREREJORES 0 R 
OR OS EQUIVALENTES 0 SIM]’.LARES, EN LOS PROCESOS QUE TRANITEN ANTE L 
SUPE INTENDENCIA DR SOCIEDADES 0 ANTE, LAS ENTIDADES PERTINENTES CUANDO S 
TRATE DR OTRA ChASE DE DEUDORES. 70.) REPRESENTE A TECNOQUIMICAS S.A.  EN LO 
PROC DIMIENTOS DE CONCILIACION QUE LOS DEUDORES DR LA. SOCIEDAD CONVOQUEN ANT 
LAS ENTIDADES FACULTADAS PARA ELLO CON EL FIN OBTENER UN ACUERDO EN EL PAGO 1) 
LAS ACREENCIAS, CON EXPRESAS FACULTADES PARA TRANSIGIR, DESISTIR, CONCILIAR 
COMP OMETER Y RECIBIR, FACULTADES QUE SE LIMITAN HASTA POR LA. SDMA. D 

ENTOS (500) SALARIOS MINIMOS LEGALES MENSUALES. 80.) REVISE LO .QUIN1
 

EXPEII)IENTES DR LOS PROCESOS IJUDICIALES DE CARACTER EJECUTIVO EN QUE L 
SOCI DAD SEA. PARTE DEMANDANTE, EN TODO EL TERRITORIO NACIONAL, PARA L 
RECUREACION DR SUS ACREENCIAS. 90.) APRUEBE Y SUSCRIBA ACUERDOS PRIVADOS D 
PAGO Y CONCILIACIONES DR OBLIGACIONES A FAVOR DE TECNOQUIMICAS POR LA VENTA 1): 
SUE ERODUCTOS HASTA POR LA SUMA. DR (500) SALARIOS MINIMOS LEGALES MENSUALES. 

CERTIPICA: 

QUE IPOR ESCRITURA NRO. 309 DEL 31 DE ENERO DR 2002 NOTARIA TERCERA DR CALl 
INSCRITA EN LA CAIvIARA DR COMRRCIO EL 13 DR FEBRERO DR 2002 BAJO EL NRO. 3 
DELE1IBRO V MEDIANTE LA CUA.L SE LE CONCEDE PODER ESPECIAL, PERO ANPLIO 
StJFICENTE A DANIEL ANEZQUITA, MAYOR DR EDAD, VECINO DE BARR.ANQUILL 

*** CONTINUA *** 
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IDENTIPICALO CON LA CEDULA DE CITJDADANI. 
(ERENTE DEL DISTRITO DE VENTAS IDE LA 
SOCIEDAD, CON SEDE EN BARRANQUILLA, PAR. 
FACULTADES: 1) PIRA QUE EN NOMBRE DE TECNO 
QUE VER CON EL DISTRITO DE VENTAS SE NOT 
DE ESTA ANTE ENTIDADES PUBLICAS, FUN 
DEPARTAI4ENTALES Y MUNICIPALES DEL ORDEN 
PENAL 0 DE FISCALIA, YA SA EN PROCES 
I)ILIGENCIAS Y GESTIONES, CON FACULTADES 
CONCILIACION, EN LOS QUE EL ESTABLECIM 
DEMANDADO 0 TERCERO INTERVINIENTE. PARA 
DESISTIMIENTO Y ALIIANAMIENTO SE LIMITA 
(50),’,SALARIOS MINIMOS LEGALES MENSUAL 
CONSTITUYA MANDATARIOS PAPA INICIAR 
PENALES TENDIENTES A LA RECTJPERACION IDE 
CON EXPRESAS’FACULTADES PARA ASISTIR EN N 
DE’ CONCILIACION, CON AtITORIZACION PARA 
COMPROMETER. A LA SOCIEDAD EN TODOS L 
ADMINISTRATIVAS 0 RECLAMACIONES EXTRA P 
RELACIONADOS CON EL ESTABLECIMIENTO DE Co 
EN EL PARAGRAFO DEL NUMERAL ANTERIOR. 3 
MANDATARIOS PAPA HACERSE PARTE EN LOS PR 
OBLIGATOR.IA, 0 REESTRtJCTURACION ECONO 
SUPRINTENDENCIA DE SOCTEDADES 0 ANTE 

CtJJ‰NDO SE TRATE DE OTRA CLASH DE DEUDORE 
CARTERA,’ I SIN LIMITACION DE CUANTIA, CO 
NOMBR.E 0E LA SOCIEDAD A LAS IJIVERSAS 
TRANSIGIR, DESISTIR, CONCILIAR 0 COMPRO 
PROCESOS, GESTIONES JDDICIAI1ES, ADMINIS 
EN QUE INTERVENGA EN ASUNTOS DEL E T. 
PREVISTAS’ EN EL PARAGRAFO DEL NUMERAL PR M 
DE TRABALJO Y DARLOS POP. TERMINADO DEL E 
ESTABLECIMIENTO DE COMERCIO., 5) PAPA G. 
DESARROLLO DE LA REPRESENTACION LABO $ 
TENIENDO SUMA DILIGENCIA PAPA QUE TECNO U 

LA IDEBIDA REPRESENTACION EN LA SALVAG A 
LABORALES. 6) PAPA QUE EN DESARROLLO DE 

COMERCXO EJERZA LAS SIGUIENTES FACULT E 
TODA CLASE. IDE BIENES MUEBLES CUYA Fl A 
DESEMPENO DE LAS ACTIVIDADES DEL EST L 
INDIQtJE LOS MANUALES Y PROCEDIMIENTOS N 
ENTENt) 11)0 QUE EL APODERADO, EN SU CO I 
REALIZAR LA yENTA, SIN LIMITACION DE C A 
ACTIVIDAD COMEPLCWJ DEL DISTRITO DE VEN A 
CON FACULTADES PAPA GIRAR CHEQUES HAS A 
MANUALES Y PROCEDIMIENTOS INTERNOS DE L 

DESARROLLO  DE LAS VENTAS DE LOS ARTIC 

E COMERC 0 0 CALl 

Hora certYficado 17:40:18 
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******** 

NRO. .6 1.962 DE BARRANQUILLA, 
.EGIONAIj DE LA ZONA ATLANTICA IDE LA 
� EL EJ RC CIO IDE LA SIGUIENTES 
UIMICAS S.A Y EN ASUNTOS QUE TENGA 
FIQUE Y PROIUEVA ACCIONES EN NOMBRE 
IONARIO 01 EMPLEADOS NACIONALES, 
JUDICThI4, DMINISTRATIVO POLICIVO, 
S, ACTcACINES, SIMPLES ACTOS 0 
IDE DES STI$IENT0, ALLANM4XENTO .Y 
NTO EST VIICULADO COMO DEMANDANTE, 
AFO: T4 F$QUIJTAD DE CONCILIACION, 
SPA LA JNJ EQUIVALENTE A CINCUENTA 

2) QUE OTORGUE PODER Y 
ACCION*S WILES, COMERCIALES Y 

CARTERA.4 SI LIMITACION IDE CUANTIA, 
BRE DE LA SOCIEDAD A LAS AUDIENCIAS 
TRANSIGR, DESISTIR, CONCILIAR 0 
PROCEOS, GESTIONES JUDICIALES, 

CESO E$’I QUE INTERVENGA EN ASUNTOS 
RCIO CON LAS LIMITACIONES PREVISTAS 
SARA QUE O’çORGUE POIDER Y CONSTITUYA 
ESOS CONCOtDATARIOS, IDE LIQUIDACION 
CA QUE SE TRAMITEN ANTE LA 
RAS SUPERINTENDENCIAS 0 ENTIDADES 
TENDIENTES A LA RECUPERACION DE LA 
EXPRESAS FACULTADES PAPA ASISTIR EN 
AUDIENCIAS CON AUOP.IZACION PAPA 
TER A I LA I SOCIEDAD EN T000S LOS 
TIVAS C RELANACIONES EXTRA PROCESO 
BLECIM ENT CON LAS LIMITACIOI%TES 
RO, 4)-P  SUSCRIBIR LOS CONTRATOS 
SONAL INCJLADO 0 QUE SE VENTIIE AL 
’STITUI AODERADQ 0 APODERADOS EN 
SI A I 0 CONSIIDERA NECESARIO, 

MICAS .A. EN NINGtJN CASO QUEDE SIN 
DIA 0S S DERECHOS Y OBLIGACIONES 
.ACTIV 1) ES DEL ESTABIECIMIENTO DE 
ESPE I ES: A) COMPRAR Y PERMTJTAR 

IDAD BA NECESARIA PAPA EL. MEJOR 
CIMIENt’O, HASTA POR LA StIMA QUE 
ERNOS bE SOCIEDAD. PARAGRAFO: $. 
ION DEl GE ENTE, ESTA FACOLTADO PAPA 
TIA,. ID L S ARTICULOS PROPIOS IDE LA 

B) $ANE AR LAS CUENTAS CORRIENTES 
POR LA UANTIA QUE DETEP.MINEN LOS 
SOC1EID . C) OTORGAR CREDITOS EN 

5 PROIOS DE LA ACTIVIDAD COMERCIAL 

DEL DISTRITO DE VENTAS, DE ACUERDO ON LO 9UE DETERNINEN LOS MANUALES Y 

*** CONTINU4 *** 
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NTOS INTERNOS DE LA SOCIEDAD. D) RECIBIR A NOMBRE DE LA SOCIEDA 

SUMA DE DINERO, EXPIDIENIDO LOS COMPROBANTES EN QUE CONSTE EL PAGO. 

CERTIFICA: 

QUE POR ESCRITURA NRO. 310 DEL 31 DE ENERO DE 2002 NOTARIA TERCERA IDE CALl 

INCRITA EN LA CAMARA DE COMERCIO EL 13 DE FEBRERO DE 2002 BAJO EL NRO. 30 

DELI LIBRO V MEDThNTE LA CtJAL SE LE CONCEDE PODER ESPECIAL, PERO AMPLIO 

SUICIENTE A CARLOS ORLANDO MUTIS, MAYOR DE EDAD, VECINO DE BUCAR.AMANGA 
IDENTIFICADO CON LA CEDULA DE CIUDADANIA No. 91.200.418 DE BUCARAMANGA 
GEIENTE DEL DISTRITO DE VENTAS DE LA REGIONAL ORIENTE DE LA SOCIEDAD, CON SEt) 
EN BUCARAMANGA, PARA EL EJERCICIO DE LAS SIGUIENTES FACULTADES: 1) PARA QUE E 
NOMRE DE TECNOQUIMICAS S.A. Y EN ASUNTOS QUE TENGA QUE VER CON EL DISTRITO I) 

VENIrAS SE NOTIFIQtJE Y PROMUEVA ACCIONES EN NOMBRE DE ESTA ANTE ENTIDADE 
-. UB1JICAS, FUNCIONARIOS 0 EMPLEADOS NACIONALES, DEPARTAMENTALES Y MUNICIPALE 
DEL’ ORDEN JUDICIAL, ADMINISTRATIVO POLICIVO, PENAL 0 DE FISCALIA, YA SEA E 
PRO ESOS, ACTUACIONES, SIMPLES ACTOS 0 DILIGENCIAS Y GESTIONES, CON FACULTADE 
DE DESISTIMIENTO, ALLANANIENTO, Y CONCILIACION, EN LOS QUE EL ESTABLECIMIENT 
EST VINCULADO COMO DEMANDANTE, DEMANDADO 0 TERCER0 INTERVINIENTE. PARAGRAFO 
LA FACtJLTAD DE CONCILIACION, DESISTIMIENTO Y ALJJANANIENTO SE LIMITA HASTA TL 
SUMS EQUIVALENTE A CINCUENTA.. (50) SALARIOS MINIMOS LEGALES MENSUALES. 2) PAR 
QUEJ OTORGUE PODER Y CONSTITUYA MANDATARIOS PARA INICIAR LAS ACCIONES CIVILES 
C0MRCIALES y PENALES TENDIENTES A LA RECUPERACION DE LA CARTERA, SI: 
LIMETACION DE CUANTIA, CON EXPRESAS FACULTADES PARA ASISTIR EN NOMBRE DE L 
SOCiEEDAD A LAS AUDIENCIAS DE CONCILIACTON, CON AUTORIZACION PARA TRANSIGIR 
DESLSTIR, CONCILIAR 0 COMPROMETER A LA SOCIEDAD EN TODOS LOS PROCESOS 
GESTIONES JtJDICIALES, ADMINISTRATIVAS 0 RECLANACIONES EXTRA PROCESO EN QU 
INTERVENGA EN ASUNTOS RELACIONADOS CON EL ESTABLECIMIENTO DE COMERCIO CON LA 
LIMTACI0NES PREVISTAS EN EL PARAGRAFO DEL NUMERAL ANTERIOR. 3) PARA QU 
OTOGUE PODER I CONSTITUYA MANDATARIOS PARA HACERSE PARTE EN LOS PROCESO 
CON(ORDATARIOS, DE LIQUIDACION OBLIGATORIA, 0 REESTRUCTURACION ECONOMICA QU 
SE TRAJVIITEN ANTE LA SUPERINTENDENCIA DE SOCIED.ADES 0 ANTE OTRA 
SUPRINTENDENCIAS 0 ENTIDADES CUANIDO SE TRATE DE OTRA CLASE DE DEUDORES 

- 

�T
 EN])IENTES A LA RECUPERACION DE LA CARTERA, SIN LIMITACION DE CUANTIA, co: 

EXP*ESAS FACULTADES PARA ASISTIR EN NOMBRE DE LA SOCIEDAD A LAS IDIVERSA 
AUD]ENCIAS CON AUTORIZACION PARA TRANSIGIR, E)ESISTIR, CONCILIAR 0 COMPROMETE: 
A tA SOCIEDAD EN TODOS LOS PROCESOS, GESTIONES JUDICIALES, ADMINISTRATIVAS 

� REC]$ANACIONES EXTRA PROCESO EN QUE INTERVENGA EN ASUNTOS DEL ESTABLECIMIENTi 
CON LAS LIMITACIONES PREVISTAS EN EL PARAGRFO DEL NUMERAL PRIMERO. 4) PAR 
SUS RIBIR LOS CONTRATOS DE TRABAJO Y DARLOS POR TERNINADO DEL PERSONA 

VINCIULADO 0 QUE SE VINCULE AL ESTABLECIMIENTO DE COMERCIO. 5) PARA coNsTiTul: 
APOEERADO 0 APODERADOS EN DESARROLLO DE LA REPRESENTACION LABORAL, SI ASI Li 
C0N.TDERA NECESARIO, TENIENDO SUMA DILIGENCIA PARA QUE TECNOQUIMICAS S .A. E 
NI UN CASO QUEDE SIN LA DEBIIDA REPRESENTACION EN LA SALVAGUARIDIA IDE SU 
DERECH0S Y OBLIGACIONES LABORALES. 6) PARA QUE EN DESARROLLO DE LA 

ACTIIVIIDADES DEL ESTABLECIMIENTO DE COMERCIO EJERZA LAS SIGUIENTES FACULTADE 
ESPECIALES: A) COMPRAR I PERNUTAR TODA CLASE DE BIENES MUEBLES COlA FINALIDA 

*** CONTINUA *** 
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SEA NCE$ARIA PARA L MEJOR DESEMPENO DE S ACTIV D DE ES L ESTABLECIMtENTO, 
HASTA POR LA SUMA QUE INE)IQUE LOS MANUALES Y PR CE IMIENTOS INTERNOS DR LA 
SOCIEDAD. tARAGRAPO: ES ENTENDIDO QUE EL APODE 0, EN StY CONDICION DE 
GRENTE, ESTA FACULTADO PARA REALIZAR LA VENTA, SI L MITACION DE CUANTIA, DE 
LOS ARTICUI1OS PROPIOS DE LA ACTIVIDAD OMERCIAL ]DE DISTRITO DE VENTAS. B) 
NEAR LAS CUENTAS CORRIENTES CON FACULT ES PARA GI CHEQUES HASTA POR LA 

CtThNTIA QT.18 DETERNINEN LOS MANUALES Y PRO EDIMIENT S NTERNOS .DE LA SOCIEDAD. 
C) OTORGAR CREDITOS EN DESARROLLO DE LAS TAS DE OS ARTICULOS PROPIOS ])E LA 
ACTIVIDAI) COMERCIAL DEL DISTRITO DR VENT 5, DR AC0 CON LO QUE DETERNINEN 
LOS MANUALES Y PROCEDIMIENTOS INTERNOS DE LA SOCIE

 

AD D) RECIBIR A NOMBRE DE 
LA SOCIEDAD CUALQUIER SUMA DE DINERO, F.XPIDIEND OS COMPROBANTES EN QUE 
CONSTE EL PAGO. 

CERTIFIC 

QUE POR ESCRITEJR.A NRO. 308 DEL 31 DE ENFRIO DE 2002 NOTARTA TERCERA DE CALl 
INSCRITA EN LA CAMARA DE COMERCIO EL 04 MARZO DE 2002 BAJO EL NRO. 318 DEL 
IjIBRO V MEDIANTE LA CUAL SE CONCEDE PODERSPECIAL, PERO AMPLI0 Y SUFICIENTE A 

ljCTN0 HERNANDO ANGULO MOYANO, MAYOR DE EDAD,  DE BOGOTA, IDENTIFICADO CON LA 
CEIIDDLA IDE CIUDADANIA NRO. 19.322 .139 DE B GOTA, GERENTE DEL DISTRITO DE VENTAS 
DR LA REGIONALCtJNDINAIvIARCA DE LA SOCIEDAD, CON SEDE EN BOGOTA, PARA EL 
EJERCICIO DE LAS SIGUIENTES FACULTADES: 1) PARA QUE EN NOMBRE DR TECNOQUIMICAS 
S.A. Y EN ASUNTOS QUE TENGA QUE VER CON L DISTRITO IJE VENTAS SE NOTIFIQUE Y 
PROMUEVA ACCI0NES EN NOMBRE DE ESTA E ENTIDAES PUBLICAS, FUNCIONARI0S 0 
EMPLFJ‰DOS NACIONALES, DEPARTANBNTALES MT)NICIPALES DEL ORDEN JUDICIAL, 
ADMINISThATIVO P0LICIVO, PENAL 0 DE FISC IA, YA SEA FP,PROCESOS, ACTUACIONES,. 
SIMPLES ACTOS 0 DILIGENCIAS Y GESTIONE 

’CON
 FACUJTADES DR DESISTIMIENTO, 

ALLANAMIENTO y CONCILIACION, EN LOS QUE E ESTABLE IMINTO ESTE VINCULADO COMO 
DEMANDANTE, IDEMANDADO 0 TERCERO INTERVINIEN E. I 
PARAGRAFO: LA FACULTAD DR CONCILIACION, DESISTI IETO Y ALLANANIENTO SE 
LIMITA HASTA LA SUMA EQUIVALENTE A CI CUENTA (0) SALARIOS MINIMOS LEGALES 
MENSUALES. 2) PARA QUE OTORGUR PODER Y CO STITUYA !AN ATARIOS PARA INICIAR LAS 
ACCIONES CIVILES, COMERCIALES Y PENALES TENDIENES ALA RECTJPERACION iDE LA 
CARTERA, SIN LIMITACION DE CUNnIA, CON EXPRESA F CULTADES PARA ASISTIR EN 
NQMBRE DR LA SOCIEDAD A LAS AUDIENCIAS P CONCILICI N, CON AUTORIZACION PARA 
TRANSIGIR, DESISTIR, CONCILIAR 0 COMPRO ETER �A LA SOCIEDAD EN TODOS LOS 
PROCESOS, GESTIONES JUDICIALES, ADMINIST TIVAS 0 RE LAMACIONES EXTRA PROCESO 
EN QUE INTERVENGA EN ASUNTOS REIIACIONAD S CON EL ES ABLECIMIENTO DE COMERCIO 
CON LAS LIMITACIONES PREVISTAS EN EL P GRAFO PL ERAL ANTERIOR. 3) PARA 

QUE QTOR4UE PODER Y CONSTITFJYA MANDATARI S PARA HCE SE PARTE EN LOS PROCESOS 
CONCORDATARIOS, DE LIQUIDACION OBLiIGATOR A, 0 REST UCTURACION ECONOMICA QUE 

SE TRAMITEN ANTE LA SUPERINTENDENCI DE OC EDADES 0 ANTE. OTRAS 

SUPERINTENDENCIAS 0 ENTIIDADES CtJANDO SE TRATE E OTRA CLASE DE ’DEUDORES, 

TBNDIENTES A LA :RRCUPERACION DR LA CAZTERA, SI1 L MITACION DE CUANTIA, CON 

EXPRESAS FACULTADES PARA ASISTIR EN NOMBRE. DE LA SOCIEDAD A LAS DIVERSAS 

AtIDIENCIAS CON AUTORIZACION PAPA TRANSIG R, DESISI’IR CONCILIAR 0 COMPROMETER 

A LA SOCIEDAD EN TODOS LOS PROCESOS,GE TIONES LTJ1UDI IALES, ADMINISTRATIVAS 0 

CONTINUA *** 
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RECLIA CIONEEXTRA PROCESO EN QUE INTERVENGA EN ASUNTOS DEL ESTABLECIMIENT( 
CON LAS LIMITACIONES PREVISTAS EN EL PARAGRAFO DEL NUMERAL PRIMERO. 4) PAW 

SUSCR1EBIR LOS CONTRATOS DE TRABAJO Y DARLOS POR TERNINADO DEL PERSONAl 

VINCt41ADO 0 QUE SE VINCULE AL ESTABLECIMIENTO DE COMERCIO. 5) PARA CONSTITUXI 

APODERADO 0 APODERADOS EN DESARROLLO DE LA REPRESENTACION IJAEORAIJ, SI ASI L( 
CONSIbERA NECESARIO, TENIENDO SUMA DILIGENCIA PARA QUE TECNOQUIMICAS S.A. El 

NINGU’1 CASO QUEDE SIN LA DEBIDA REPRESENTACION EN LA SALVAGUARDIA DE SW 

DEREC4IOS Y OBLIGACIONES LABORALES. 6) PARA QUE EN DESARROLLO DE LA. 
ACTIVEDADES DEL ESThBLECIMIENTO DE COMERCIO EJERZA LAS SIGUIENTES FACULTADE 
ESPECILALES: A) COMPRAR Y PERMUTAR TODA CLASE DE BIENES MUEBLES CUYA FINALIIDA] 
SEA iECESARIA PARA EL MEJOR DESEMPENO DE LAS ACTIVIDADES DEL ESTPIBLECIMIENTO, 
HASTA POR LA SUMA QUE INDIQUE LOS MAMJALES Y PROCEDIMIENTOS INTERNOS DE Li 
SOCIEAD. PARAGRAFO: ES ENTENDIDO QUE EL APODERADO, EN SU CONDICION Dl 
GERE*E, ESTA FACULTADO PARA REALIZPIR LA yENTA, SIN LIMITACION DE CUANTIA, Dl 
LOS RTICULOS PROPIOS DE LA ACTIVIDAD COMERCIAL DEL DISTRITO DE VENTAS. B) 

-� .MANEJLZ\R LAS CUENTAS CORRIENTES CON FACtJLTADES PARA GIRAR CHEQUES HASTA POR Li 
� CUANTEA QUE DETERMINEN LOS MANUALES Y PROCEDIMIENTOS INTERNOS DE LA SOCIEDAD 
C) OtrORGAR CREDITOS EN DESARROLLO DE LAS VENTAS DE LOS ARTICULOS PROPIOS DE Li 
ACTIVIDAD COMERCIAL DEL DISTRITO DE VENTAS, DE ACUERDO CON LO QUE DETERMINEI 
LOS MANUALES Y PROCEDIMIENTOS INTERNOS DE LA SOCIEDAD. D) RECIBIR A NOMBRE DI 
LA S)CIEDAD CUALQUIER SUMA -DE DINERO, EXPIDIENDO LOS COMPROBPINTES EN QU] 
CONST EL PAGO.  

CERTIFICA: 

QUE POR ESCRTrURA NRO. 4.202 DEL 31 DE MAYO DE 1995 NOTARIA DECIMA DE CALl 
INSCIITA EN LA CAMARA DE COMERCIO EL 24 DE SEPTIEMBRE DE 2003 BAJO EL NRO. 13 
DEL LIBRO V SE CONFIERE PODER ESPECIAL A ANTONIO JAIRO RANIREZ ECHAVE, ABOGAD 
TITUIJADO Y EN EJERCICIO, CON TARJETA PROFESIONAL No. 58.401 DEL MINISTERIO ID 
JUSTICIA, IDENTIFICADO CON LA CEDULA DE CIUDADANIA NLJMERO 16.741040 DE CAL 
PARA QUE REPRESENTE A TECNOQUIMICAS S .A., EN LOS SIGUIENTES ACTOS: A) 
SOLIITAR Y ADELANTAR ANTE EL INSTITUTO COLOMBIPINO AGROPECUARIO TODOS LO 
TRAX1IiTES ATINENTES A LA OBTENCION DE LICENCIAS DE VENTA Y LICENCIAS ID 

. FtJNCIONAI4IENTQ, RENOVACIONES, CERTIFICACIONES, AMPLIACIONES, INSCRIPCIONES 
MODI] ICACIONES EN GENERAL; B) TODOS LOS TRAMITES ANTE EL INVIMA ATINENTES 
LA (BTENCION DE REGISTRO SANITARIO, RENOVACION DEL MISMO, REFORNTJLACIONES 
ADIC: ONES DE NUESTRA LINEA DE PRODUCTOS, CAI4BIOS DE TITULAR Y DE FABRICANTE 
CESI( NES, CERTIPICACIONES DE FORMULA Y EXCLUSIVIDAD, MODIFICACIONES ID 
FABR: CAR Y VENDER A IMPORTAR Y VENDER Y VICEVERSA, E IGUALMENT 
CERT: FICACIONES SOBRE LA LINF.A COMPLETA DE NT.JESTROS PRODUCTOS, A CUYO OBJET 
LO 1 ACtJLTO PARA DAR ANTE DICHAS AUTORIDADES TODOS LOS PASOS NECESARIOS 
PRES}NTAR SOLICITUDES, RACER DECLARACIONES, PAGAR DERECHOS, PROBA 
EXPL( TACIONES, SOLICITAR TESTIMONIOS, RECIBIR DOCUMENTOS, FORMULAR APELACIONE 
Y RFCLIAMOS, DESISTIR Y PERCIBIR. ASI MISMO DICHO APODERADO ESTA AUTORIZAD 
PARA RACER CUANTO FUERE NECESARIO ANTE LAS AUTORIDADES ADMINISTRATIVAS PAR 
LOS FINES ARRIBA INDICADOS CON TODAS LAS DEMAS FACULTADES GENER.ALES 
ESPE( IALES QUE FUEREN NECESARIAS INCLUIDAS LAS DE SUSTITUIR Y DELEGAR E 
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’3E
B tTtEWATUA EN SU CALIDAD DE REPRESENTANTE LEGAL DR TECNOQTJIMICAS S 

A. SOCIEDAD COMERCIAL ORGANIZADA Y EXISTENTE CONFORME A LAS LEYES COLOMBIANAS 
CON JJOMICILIO Y SEDE PRINCIPAL EN CALl. EN DICHA CONDICION CONFIERE PODE: 
AMP 10 Y SUFICIENTE A LAS SIGUIENTES PERSONAS: CLAtJDETTE VERNOT HERNANDE 
ADO ADA TITULADA Y EN EJERCICIO, IDENTIFICADA CON LA CEDULA DE CIUDADANIA No 
517 2517 DE BOGOTA, PORTADORA DR LA TARJETA PROFESIONAL DR ABOGADO No. 5711 
DEL C .S. DR LA .3., ANDRES FELIPE ZAPATA OCANPO, IDENTIFICADO CON LA CEDULA DR 
CUT ADANIA No. 79598546 DR BOGOTA, PORTADOR DR LA TARJETA PROFESIONAL U 
ADO ADO No. 101240 DEL C.S. DE LA J. Y JIJPIN MANUEL SERRANO CASTILLO, 
IDE TIFICADO CON LA CEDULA DR CIUDADANIA No. 79875670 DR BOGOTA, PORTADOR D 
LA TARJETA PROFESIONAL DR ABOGADO No. 124953 DE C. S. DE LA J., TODOS CO 
DOM*CILIO EN LA CIUDA]) DE BOGOTA, D.C.,  PARA QUE EN NOMBRE DR MI REPRESENTAD 
ACTtJEN EN TODOS LOS ASUNTOS DE PROPIEDAD INTELECTUAL Y LOS DERIVADOS DR ELLA 
CON FACtJLTAD PARA RECIBIR NOTIFICACIONES, NOMBRAR APODERADOS JODICIALES 
EXTT4AJUDICIALES EN ESTOS ASUNTOS. 

EL IPRESENTE PODER SE CONFIERE PARA QUE LOS APODERADOS ACTUEN ANTE CUALQUIE 
R. 

--0

 0 AUTORIDAD ADMINISThATIVA DEL ORDFLN NACIONAL, DEPARTANENTAL 
DIS’IfRITAL Y LOCAL; ANTE LAS AUTORIDADES CONTENCIOSO ADMINISTRATIVAS 
JUD]CIl‰LES, PARA OBTENER LA PROTECC ION DE NUESTRA PROP IEDAD INTELECTUAL 
CON’]iRA. LAS PRACTICAS RESTRICTIVAS E LA �COMPETENCIA Y LOS ASUNTOS D 
COM] ETENCIA DESL,EAL, A CUYO. EFECTO LA AUTORIZO, EN TODO LO CONCERNIENTE A LO 
SIGtIENTES ASUNTOS: A) OBTENCION DE PATENTES DR INVENCION, DR MODELO I) 
T.]TILIDAD, ESQUEMAS DR TRAZADOS DR CIRCUITOS INTEGRADOS, DISE?OS INDUSTRIALRS 
EL EGISTRO DE MARCAS DR PRODUCTOS 0 SERVICIOS; LEMAS COMERCIALES; DEPOSITO D 
NOMBES Y SNSE?AS COMERCIALES, INDICACIONES GEOGRAFICAS; RENOVACION DR SIGNO 
DISTENTIVOS, RENOVACIONES, AFECTACIONES AL REGISTRO, INSCRIPCION DE CONTRATOS 
SOLI ITUD Y RENOVACION DE NOMBRES DE DOMINIO; B) PRESENTACION DR OPOSICIONE 
AL EGISTRO DR MARCAS DE TERCERO, PRESENTACION DR AIiEGATOS EN DEFENSA D 
OPOS :CIONES AL REGISTRO, ACCION DE CANCEIiACION, ACCION POR INFRACCION 1) 
DERE HOS, REVOCATORIA DIRECTA, ACCION DR NULIDAD, ACCION DR NULIDAD 
REST BLECIMIENTO DEL DERECHO, ACCION REIVINDICATORIA, ACCIONES DR TUTELA 
POP  ARES, DE GRUPO, DR CLASE; ACCIONES Y PROCESOS QUE PROMOVAMOS 0 SE NO 
PROM EVAN; C) AGOTANIENTC) DE LA VIA G1]BERNATIVA, EJERCICIO DEL DERECHO 1) 

�PETI  ION ANTE CUALQUIER PERSONA 0 AUTORIDAD; D) SOLICITU]) DE MEDIDA 
CAUTLARESI PRESENTACION DR ACCIONES MEDIANTE PROCESOS CIVILES, PENAIiES 
AD MI ISTRATIVOS 0 CONTENCIOSO ADMINISTRATIVOS RELACIONADOS CON ESTOS DERECHO 
U .0 ROS DR DIFERENTE NATURALEZA, MEDIDAS EN FRONTERA, ACCIONES Y PROCESOS QtI 
PROM VM4OS 0 SE NOS PROMUEVAN; E) OBTENER Y TRANITAR TODO LO RELACIONADO Co 
EL

 =OS
DR DERECHOS DE AUTOR, DERECHOS CONEXOS Y NUEVAS TECNOLOGIA 

Y S PROTECCION LEGAL; F) SOLICITO]) DR REGISTRO Y RENOVACION DR CONTRATOS D 
TRAM FERENCIA DR TECNOLQGIA; G) OBTENER y TRAMITAR TODO LO RELACIONADO co: 
LICE ClAD DR FUNCIONAMIENTO, REGISTROS SANITARIOS, AUTORIZACION D 
CERT: FICADOS DE LIBRE yENTA, AUTORI7ACION DR PUBLICIDAD ANTE EL MINISTERIO D 
PROTICCION SOCIAL 0 EL INVIMA 0 ANTE CUALQUIER AUTORIDAD SANITARIA; H 
OSTEI CION DE CERTIFICADOS DR CARENCIA DE INFORMES POR TRAFICO D 
ESTUI EFACIENTES . RENOVACIONES, AUTORIZACIONES EXTRAORDINARIAS ANTE LA DIRECCION 
NACI( NAL DE ESTUPEFACIENTES 0 EL CONSE.30 NACIONAL DE ESTUPEFACIENTES; I 

*** CONTINUA *** 



I 

Fecha 

CINAL 

0 E CAL I 

er ificado 17:40:18 

Operacion 02CP0924075 PAGINA No. 20 

CERT FICADO I 

CANARA E COMERC 

20070924 Hora 

******************************************* 

SOLICITUD DE AUTORIZACIONES PARA PROMOCIOIES, RIFA Y EGOS ANTE ETESA 0 ANTE 
LAS AUTORIDADES COMPETENTES DEL ORDEN L( CAL, DIStRII L 0 DEPARTAMENTAIi; Y EN 
GENERAL CUATJQUIERA OTRA PETICION ANTE LAS AtJTORIIDA]ES DMINISTRATIVA, AS! COMO 
PARA NOTIFICARSE DE CIJALQUIER PROVIDENCIA Y RENUNCAR TERNINOS. EN TODOS LOS 
ASUNTOS ARR.IEA DETERNINADOS LA APODERADA QUEDA FA UL DA PARA StJSTITUIR TOTAL 
O PARCIALENTE ESTE MANDATO, TRANSI IR,

 
CoIAR EXTRAJUDICIAL 0 

JODICIALMENTE, ADMITIR LOS HECHOS DEL PRO ESO PERONO PARA CONFESAR, DESISTIR, 
CANCEIJAR, RECIBIR, RENUNCIAR Y RATIFICA LOS ATO DE AGENTES OFICIOSOS. 

CERTIFIC 
: 

QUE POR ESCRITURA NRO. 2065 DEL 15 DE MA 0 DE 200 IOTARIA TERCERA DE CALl 
INSCRITA EN LA CAMARA DE COMERCIO EL 3 DE MAYO DE 2006 BAJO EL NRC, 76 DEL 
LIERO V , SE CONCEDE PODER ESPECIAL, AMPLIC StFICIENTE A PAULINA MARIA 
AGUDELO, MAYOR DE EDAD, VECINA IDE NED LtJIN, IDENIPICADA CON LA CEDIlLA DE 
CIUDADANIA NRO.43723508 DE EIVIGADO, SUBGE LENTE FINANCIERO Y ADMINISTRATIVO DE 
LA REGIONAL ANTIOQUIA DE LA SOCIEDAD, COl BRIDE EN MEDELLIIN, PARA EL EJERCICIO 
DE LAS SIGUIENTES FACULTADES: 1) PARA QUE EN NOMBRE DE TECNOQtJIMICAS S.A. Y EN 
ASUNTOS QUE TENGA QUE VER CON EL DISTR :To IDE VENTAS SE NOTIFIQUE Y PROMUEVA 
ACCIONES EN NOMBRE DE ESTA ANTE ENTIDAD S PUBLICAS, tJNCI0NARIO$ 0 ZMPLRADOS 
NACIONALES, DEPARTAMENTALES Y MUNICIPALE DEL ORDEN JUDICIAL, ADMINISTRATI\TO 
POLICIVO, PENAL 0 DE FISCALIA, YA SEA EN PROCESOS, ACTUACIONES, SIMPLES ACTOS 
0 DILIGENCIAS Y GESTIONES, CON FACULTP )ES DE DESITIMIENT0, ALLANAMIENTO Y 
CONCILIACION, EN LOS QUE EL ESTABLECIMIIENTO ESTE VINCULAIJO COMO DEMANDANTE, 
DEMANflDO 0 TERCERO INTERVINIENTE. PARbRAFO: LA FACULTAD IDE COCILIACION, 
DESISTIMIENTO Y. ALLANAMIENTO SE LIMITA ASTA LA SUMA EQUIVALENTE A CINCUENTA 
(50) SALARIOS MINIMOS LEGALES MENSUAIES. 2) PAR QtJE OTORGt3E PODER Y 
CONSTITUYA MANDATARIOS PARA INICIAR L2 S ACCIO$ES CIVILES, COMERCIALES Y 
PENALES TENDIENTES A LA RECUPERACION DE T CARTER$, S N LIMITACION IDE CUANTIA, 

CON EXPRESAS PACULTADES PARA ASISTIR EN I OMBRE DE LA 0CIEDAD A LA AU]DIENCIAS 
DE CONCILIACION, CON AUTORIZACION PARA TIthNSICIR, DESISTIR, CONCILIAR 0 
COMPROMETER A LA .SOCIEDAD EN TODOS 105 PROCS0S, GESTIONES JUDICIALES, 
ADMINISTRATIVAS 0 RECLAMACIONES EXTRA ROCESO *N UE INTERVENGA EN ASUNTOS 
RELACIONADOS CON EL ESTABLECIMIENTO B 
PREVISTAS EN EL PARAGRAFO DEL NUMERAL 

COMER 10, CON LAS LIMITACIONES 
ANTERIO. 3) PARA QUE .OTORGUE Y 

CONSTITUYA MANDATARIOS PARA HACERSE PA RTE EN LO PIOCESOS CONCORDATARIOS, IDE 

LIQUIDACION OBLIGATORIA, 0 REESTRUCTURA ION ECON MI (A QUE SE TRANITEN ANTE LA 
SUPERINTENDENCIA DE SOCIEDADES 0 ANTE OTRAS S PE I tNTENDENCIAS 0 ENTIDADES 
CUANDO SE YRATE DEOTRA CLASE DE IDEIJDOR B, TENDI NT }’S A LA RECUPERACION IDE LA 

CARTERA, SIN LIMITACION DE CUANTIA, CON EXPRES 
$ 

ACULTADES PARA ASISTIR EN 

NOMBRE DE LA SOCIEDAD A LAS DIVERSAS, AUDIEN IA CON AUTORIZACION PARA 

TRANSIGIR, DESISTIR, CONCILIAR 0 COMPR METER A L SOCIEDAD EN TODOS LOS 

PROCESOS, GESTIONEB JUDICIALES, ADMINIS RATIVAS ) RCLAI4ACI0NEB EXTRA PROCESO 

EN QUE INTERVENGA EN ASUNTOS DEL E TABLECIM EN  CON LAS LIMITACIONES 
PREVISTAS EN. Eli PARAGRAFO DEL NUMERAL PR NERO. 4) PAA SUSCRXBIR LOS CONTEATOS 
IDE TRABAJO I DARLOS POR TBRI4INADO DEL ERSONAJJ T.INCULAID0 Q QUE SE VINCIThE AL 
ESTABLECIMIENTO’DE COMERCIO. 5) PARA ONSTITUI . ¶PODERADO 0 APODERADOS EN 
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EDEBIDAIREPRESENTACION

REPRESENTACION LABORAL, SI ASI LO CONSIDERA NECESARIO 

SUMALIGENCIA PARA QTJE TRCNOQUIMICAS S.A., EN NINGUN CASO, QUED 

EN LA SALVAGUARDIA DR SUB t)ERECHOS Y OBLIGACIONE 

LES. 6) PARA QUE EN DESARROLLO DE LAS ACTIVIDADES DEL ESTABLECIMIENTO D 

10 EJERZA LAS SIGUIENTES FACUTJTADES ESPECThLES: A) COMPRAR Y PERMUTA 

CLASE DE BIENES MUEBLES CUYA FXNAJIDA]) SEA NECESARIA PARA EL MEJ0: 

E?O DE LAS ACTIVIDADES DEL ESTABLECIMIENTO HASTA FOR LA SUMA QUE INDIQU 

14NUALES Y PROCEDIMIENTOS INTERNOS DR LA SOCIEDAD. B) MANEIThR LAS CUENTA 

NTES CON FACULTADES PARA GIRAR CHEQUES HASTA FOR LA CUANTIA QtJ 

INEN LOS MANUALES Y PROCEDIMIENTOS INTERNOS DR LA SOCIEDAD. C) OTORGA 
OS EN DESARROLLO DR LAS VENTAS DE LOS ARTICULOS PROPIOS DR LA ACTIVIDA 
IAL DEL DISTRITO DR VENTAS, DE ACUERDO CON LO QUE DETERMINEN LO 
ES Y PROCEDIMIENTOS INTERNOS DE LA SOCIEDAD. ID) RECIBIR A NOMBRE DE L 
AD CUALQUIER SUMA DR DXNERO, EXPIDIENDO LOS COMPROBANTES EN QUE CONST 

FAGO. 

CAPIT..L AUTORIZADO: $27,200,000,000 
NUMER DR ACCIONES: 54,400,000 -. 

VALORI NOMINAL: $500 - 
CAPITL SUSCRITO: $27,123,904,000 - 
NU14ER DR ACCIONES: 54,247,608 
VALOR I NOMINAL: $500 
cAPIT4L PAGADO: $27,123,804,000 
NUMER IDE ACCIONES: 54,247,608 
VALOR I NOMINAL: $500 

CERTIFICA: 

CERTIFICA: 

QUE - FOR DOCUMENTO PRIVADO DEL 17 DR NOVIEMBRE DR 2005, INSCRITO EN LA CAN 

.-
 DR OMERCIO EL 23 DR NOVIEMBRE DR 2005 SAJO EL NRO. 13.158 DEL LIBRO IX, EN 

CUAL CONSTA LA SITUACION DR CONTROL EJERCIDA POR TECNOQUIMICAS S.A. 

CONTIOLANTE: TECNOQUIMICAS S.A. 
IDOMIqILI0: CALl 
NACIdNALIDAD: COLOMBIANA 

OLADA: INDUGRAFICAS S.A. 
Con DO-4I ILIO: CALl 
NACINALIDAD: COLOMBThNA 

ACTI IDAD: LAS ACTIVIDADES DR IN]DUC3RAFICAS S.A.  CORRESPONDEN AL DESARROLLO 
NEGO 105 RELACIONAIDOS CON LAS ARTES GRAFICAS, LA DISTRIBUCION DR LAS MISMAS 
SEA DR SUB PRODUCTOS PROPIOS 0 FOR CONTRATO, TANTO EN EL MERCADO NACIONAL C 
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**************************************** ******** ***********************�*******  
EN EL INTERNACIONAL. 

UNlOAD DE PROPOSITO Y ADMINISTRACION. ENTRE TECNOQ IMICAS E INDtJGRAFICAS S.A. 
EXISTE tJNIDAD DE PROPOSITO Y DIRECCIC YA QtJE LOS PLANES Y OBJETIVOS D ESTA 
tJLTIMA ESTAN DETERNINADAS POR LA PRIMERA. 

DE IGUAL MANERA SE CONCRETA EL CONTROL DMINISTRTI 0 SOBR LA FILIAL A TRA\IES 
DE LA GERENCIA Y LA JUNTA DIRECTIW CtJYOS MIEMB OS PRINCIPALES HACEN PARTE 
IGUALMENTE IDE LA JUNTA Y ADMINISTRACION 1) LA MA.TRIZ. 

CE1.TIF CA: 

QUE POR DOCUNENTO PRIVADO DEL 17 IDE N VIEMBRE DE 005, INSCRITO EN LA CM4J\RA 
DE,COMERCIO EL 23 DE NOVIEMBRE DE 2005 AJO EL NO. 13.159 DEL LIBRO IX, EN LA 
CUAL CONSTA LA SITCJACION DE CONTROL EJERC DA POR TCN9QUIMICAS S.A. 

CONTROLANTE: TECNOQUIMICAS S.A. 
DOMICILIO: CALl 
NACIONALIDAD: COLOMBIANA 

CONTROWflA: TECNOFAR TQ S.A. 
DOMICILIO: VILLA, RICA DEPARTA1NTQ DEL CJUCA 
NACIONALIDAD: COIJOMBIANA 

ACTIVIDAD: LAS ACTIVIDADES DE TECNOFAR TQ S.A. ORRSPONDEN A LA PRODUCCION Y 
COMERCIALIZACION IDE PRODUCTOS BIOLOGICdS, QUIMItCCS, NEDICAMENTOS YPRODUCTOS 
’AR1ACEUTICOS, PRODUCTOS VETERINARIOS AGRICOLAS, ALIMNTOS, COSMETICOS Y DE 
TOCAIDOR, PRODUCTOS IDE ASBO PARA EL HCGAR Y LA FAB ICACION Y DITRIBUCION..DE 
ENVASES PLASTICOS PAFA TODO TIPO IDE tJSO. 

UNIDAID DE PROPOSITO Y ADMINISTRACION. NTRB TECNOQ IMICAS Y TECNOFAR, EXISTE 
UNIDAD D PROPOSITO Y DIRECCION YA QtJE LOS PLANjES OBJETIVOS DE ESTA ULTIMA 
ESTAN DETERNINADAS POR LA PRIMERA. 

DE IGtJAL MANERA SE CONCRETA EL CONTROL 
IDE LA GERENCIA Y LA JUNTA DIRECTIVA 

A )MINISTRATIV SOBRE LA FILIAL A TRAVES 
UYOS MIE4BR S PRINCIPALES HACEN PARTE 

� - 

IGUALMENT IDE LA JUNTA Y ADMINISTRACION IDE LA MATRI . 

CERTIFI A: 

QtJE EL 27 - DE MARZO DE 2001. BAJO EL NRO 1979 DEL LIRO IX, SE INSCRIBIO EN LA 
CAMAPA DR COMERCIO UN DOCUMENTO PRIVADO DE FECHA MAZO 21 DE 2001, EN LA CUAL 
CONSTA LA SITUACION DE CONTROL EJERCIDA p0: LA SOCIIDAII TECNOQUIMICAS S.A. 

MATRIZ: TECNOQUIMICAS S.A. 
]X)MICILIO: SANTIAGO DE CALl. 
NACIONALIDAD: COLOMBIANA 

*** CONTINUA *** 
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CTI\tDAD: LAS- ACTIVIDADES DE TECNOQUIMICAS CORRESPONDEN A LA PRODUCCION 

COMEICIALIZPtCIQN DE PRODUCTOS BIOLOGICOS, QUIMICOS, MEDICANEXITOS Y PRODUCTO 

FARNP4CEUTICOS, PANALES, PRODUCTOS VETERINARIO Y AGRICOLAS, ALIMENTOS 

COSMETICOS Y DE TOCADOR Y PRODUCTOS DE ASSO PARA EL HOGA. 

S13BORjDINADA: ADHESIVOS INTER1ACIONALES S.A.- ADHINTER S.A. DOMICILIO: CALl 
VNLE DEL CAUCA 
NACIOALIDAD: COLOMBIANA 
ACTIVEt)AD: LAS ACTIVIDADES DR ADHINTER S.A. SE DESARROLLPN EXCLUSIVAMENTE E 
LA ZNA FRANCA DEL PACIFICO CORRESPONDEN A LA PRODUCCION Y COMERCIALIZACION E 
EL MRCADO NACIONAL E INTERNACIONAL DR ADHESIVOS MEDICINALES TALES COMO CURAS 
VENDII’AS, ESPARADRAPOS, PARCHES, VENDAB; ADHESIVOS PARA 1380 EN OFICINA TALE 
COMO CIN’rAs, PEGANTES, PAPELES ADHESIVOS Y CINTAS ADHESIVAS PARA US 
INDUSIrRIAL. 

PRESUj)UESTO DE CONTROL: TECNOQUIMICAS S.A., TIENE SUSCRITAS EN LA SOCIEDAD 
ADHESVOS INTERNACIONALES S.A. ADHINTER S.A., LA CANTIDAD DE DOS MILLONES 
CUAT$CIENTOS TREINTA MIL (2.430. 000) ACCIONES ORDINARIAS DE VALOR NOMINAL D 
CIEN IPESOS ($100.00) SOBRE UN TOTAL DE TRES MIrJLONS (3.000.000) DE ACCIONE 
ORD:ENARIAS SUSCRITAS QUE REPRESENTA UNA PARTICIPACION DIRECTA DEL 81 SOBRE E 
TOTAL DEL CAPITAL SUSCRITO Y PAGADO DE LA SOCIEDAD. 

CERTIFICA: 

QUE 4 NOMBRE DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DR COMERCIO 
EL NR9.7050-2 ESTABLECIMIENTO DR COMERCIO: TECNOQUIMICAS 
iJBICALO EN: ---C 23 7 39 DE CALl 
RENOVd : POR EL A?O 2007 

CERTIFICA: 

QUE A NOMBRE DR LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DR COMERCIO 
EL NROI.311234-2 ESTABLECIMIENTO DR COMERCIO: TECNOQUIMICAS 
UBICAD EN: -K 7 22 122 DR CALl 
F HA I4ATRICULA : 22 DR ABRIL DR 1992 
RENOVOI POR EL A?O 2007 

CERTIFICA: 

QUE 
AL311235-2NOMBRE

 DE LA SOCIEDAD FIGURA MATRICULADO EN LA CAMARA DR COMERCIO 
EL NRO  ESTABLECIMIENTO DR COMERCIO: TECNOQUIMICAS 
UBICADEN: -C 23 4 66 DE CALl 
FECHA TRICULA : 22 DE ABRIL DR 1992 

*** CONTINUA *** 
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RENOVO : POP, EL A?0 2007 

CERTIFI 

QUE A NOMERE DE LA S0CIRAD FIGtiRA MA ICUL2‰I)O EN ACN4ARA DE .COMERCIO DM0 
EL NRO.6067302 . ESTABLECIMIENTO DR COMER 10: TECN QUif4ICA8 S A JANUNII 
UBICADO EN: - -CARRETERA .JAMtJDI KM 23 DR JAMUNDI 
FECHA ’MRTCtJLA . 14 DE ABRIL DE 2003 
RENOVO :’ POR EL A?O 2007 

CERTIF CA: 

QUE. A NOMBRE DR LA SOCIEDAI) FIGURA MA RICULADO EN LA CAMARA DR COMERCIO BAJO 
EL NRO.606736-2 ESTBLECTMIENTO DR COMER 10: TECNQQUIMICAS S A YUMBO 
tJBICADO’ EN:’ --CL. 15 NRO. 30 98 AUTOPISTA CALI-YUM3O IILOMETR0 4 DE YtIMBO 
FECHA MAT1UCt3tA : 14 DR ABRIL DR 2003 
RENOVO � � � : FOR EL A?O 2007 

CERTIF CA: 

QUE LA SOCIEDAD EFECTUO LA RENOVACIO DR SUM1TRICULA MERCANTIL EL 30 DR 
.MPRZO DR 2007 . 

CERT–F CA: 

QUE NO FICURAN OTRAS INSCRIPCIONES M0DIPIQU TOTAL 0 PARCIALMENTE EL 
?RESENTE CERTIPICADO. , 
:Q5 ACTOS, Y t0CUMENTOS REGIS 

, 
TRADOS ’ UEDN E11 p j � (5) DIAS HABILES 

DESPUES DE LA FECHA DR SU. INSCRIPC ON,. SIE$PRE Y CT5ANI)0 IDENTRO DE .DICHO 
TERM INO NO SEAN OBJETO DR RECURSOS . EN LA VIA, GuBEINATtrVA. 

DE CONFORMIDAD CON EL DECRETO ’2150 E 1.95. .I AUTORIZACION IMPARTIDA PO 
SUPERINTENDENCIA DR � IWUSTRIA Y OME1CI0 � FIRMA MECANICA OUR APARECE A 

CONTINUACION TIENE PLENA VALIDEZ RARA TO S LOS EEC’IbS. LEQALE. 
DAIJO EN CALl A LOS 24 DIAS DEL MRS DR SE TIEMRE ])EL ?Q 2007 HORA: 05:17:40 

*************************************.* *****�*** ** **�*********** ************** 
**************�************************** ******** ** *************************** 
*�**************************�************* ******** �*�* *****************�****�*****  

******** ** 
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i0Y 

..,AA 8561146 

REPUBLICA DE COLOMBIA I 
NOTARIA 33 DE BOGOTA D.C. 

ESCRITURA PUBLICA NUMERO: 1 6 5 8 

MIL SEISCIENTOS CINCUENTA Y OC}10 - - 

FECHA DE OTORGAMIENTO: CUATRO (4) DE 

Juu0 - - - - - - 

jUl .4bjb 

EN LA CIUDAD DE BOGOTA, DISTRITO CAPITAL, 

DEPARTAX4ENTO DE CUNDINAMARCA, REPUBLICA DE COLOMBIA, 

ANTE MI, DIANA BEATRIZ LOPEZ, - - - - - 

. NOTARIA TREINTA Y TRES. (33)... ..... - ........ - - - 

DE ESTE CIRCULO SE OTORGA LA ESCRITUBA PUBLICA QUE 

,SE CONSIGNA EN LOS SIGUIENTES TERM OS: ----------

COMPARECIO:JUAN MARIA RENDON/ mayor deedad, 

vecino de Bogota, D.C, identificado 
tEl. tOTARIO NUVENO Al)TENTU ESTA C)PIA PO 

17.125.100 TENERAESPQNUtI OTuCOTA 
ciudadania nurnero- - AUTENTICrQUE  

EpedidnBOg0tS-4 SET-2007 

Y manifesto: ------------------------(f--I----- .1 

PRIMERO:Queobra ensucarÆcter epresØntahte 

Legal deennombrey rePresentaciór/\de  LIANCOL 

S.A, - sociedad comercial organizada y existente 

con forrne a las ieyes colombianas, con dorr -)4t 

sede principal nCali - Valle, constituid m iite 

escritura piib1ica nirnerc  
-....- .............----..-- -----. __ a a 

AEL NO TIENE L(UNO PARA EL UUARij ,.. .. 



S . -

- 

, 

De la NotarIa 

De fecha . 

Reformada en distintas oportui idades eg.n consta 

[en el certificado expethdo por 1 - CÆrnarade 

Comercio de Cali - Valle.-------_ - 

SEGUNDO: Que en tal carÆcte , p-or este. ptibiico 

instrumento, concede pQDERESPECIAL, P] RO LIO Y... 

SUFICIENTE a JOSE LUIS REYES 1ILLNZ,Vnayor de 

edad .vec,ino d Bogota, D.C, id.entifiado con ia 

cØdu1adeciudadania nürnero79.152.4  3 iiuØn, 

abogadoe.nej-er.icio,portadorde la T. .No. 446 55.. 
...................

 --.-.--- ------

de1 C. S.. de. la J., domiciliao� en 3ootÆ, D.C,. 

RepüblicÆ de Colombia, con dir cciOn en la carrera - - 

L17 
No., 88-23, Oficina 205, dc, la misma cf udad, corno 

su representante con poder amplio y especL 1, 

suficiente, para obtener l los 

de libre 

pro 

;rial 

eciÆn 

derechos. �. de propiedad thdus y 

competencia de Lafrancol S.A.,.  efectolo a cu  

� autorizo, -par que nos represene ant E cualesquiera 

entidad o persona, eje.rza 6 no - jurisdicción, 

especialxnente ante las Øi ordn aHiniiistrativo; 

Contencioso, adfrtinistrativo y Judicial en todo lo. 

concerniente a los siguientes asI�os.- 

obereivaopes-  

-------y’ 

-y a.-. Obtenci,Æn, formulaciôn.  6e 

21 R-ESPNIDINCIA CON LA f01O Colo 

11FnKCA 4131 "A $100 Mllffk?W’? 
__ 

AU 

industriales y elregistrode Licenci de us24 SET 2OU71 
esos derechos. ---------------------

S  

dE licenc3 

1b.-Lascc3onesdeoposci, 

nulidad, medidas cautelares, corcesión 

y en general los procesos civil s, - penales, 

adrainistrativos o contencios - . ac ni istrativos 
- 

............eacior$, con estos derEchosa u 
--

otros de 

diferentenatur!eza,acciones YTT j& 



U 

3t,. 

AA 8567152 

-)D4�’1i
 ’ 

prornueva La francol  se 
,� 

promuevan contra esta y----------

c.- Para que en todos los asuntos 
% 

arriba 

---------

arriba detnados,tanto en 

J los termlno$ seæalados por los 

articulos 42 y complementarios 

de la decision 486 de la Comunidad Andina como del 

articulo7O del C.P.C. pueda sustituir este 

mandato, transigir, conciliar,admitir los hechos del 

Lp’e5o, desistir, cancelar, recibir, renunciar y 

ratificar los actos de agentes oficiosos y ceder a 

titulogratuito y/o oneroso, licenciar, inscribir 1 

contratos de cesión y de licencia, inscripcióri de 

Lprendas,, levantamiento deprendas, inscrib.Lr 

…...4LI.J. I.A .1. ’-- LL L%.....LLJII y =11 O..L LL).4.%J -L %-J 0 Q. LL1L L-….). 

que se deban trarnitar ante la Superintendencia de 
_-

Industria y Comercio. --------------------------

Manifestainos que de la veracidad de las 

declaraciones del contenido y autenticidad de los 

documentos anexos en Øste instrumento püblico sOlo 

respondemos los comparecientes.�
PIA 

Now 

HASTA AQUI LA MINUTA PRESENTAIJA I 24 SET 2017 

ON. Le 1 do el;7’ pr e s entj 

instrumerito Püblico por los compa1cientes y 

advertidos de la formalidadde su contenio, dentr6 

del tØrmino legal, lo hallaron conforine con sus 

intenciones y lo aprobaron en todas sus partes y 

_q in nitnri - -------\ 

Se utilizaron lashojas depapel Notarial Muer 
AA .-6567  



4 

I DERECHOS NOTARIALES: $ 49.600.00 

tRESOLUCION No. 4188 del 28 de Dciembr el 2001 

1A RENDON 

S. A. 

Nit. No. 9 9O. 
5-TEZ

 

- 0 - CC  

---.-.--------- ...----. .-- -- ---
?..CZPTO : 

JOSE IJJIS REYES VILLAMIZAR - 

C Co J 54-3  
TEL: fl -63 

1a

 PIT

 

_ 

DIANA BATRIZ LOPEZ - 
- . . EL NOTARIO NOVENO AUTENTICA ESTA COMA FOR 

........-TENER CORREsPONDENA CON LA FOTOCOPIA 

NOTARIA 33 DE BOGO A D. C. -.....-
4

 - - 
-- 124 SET 20071 - .Ex ._.CONk (F )TO.COPJ A) 

FE nca ’-
torna4a de su original que 5eexpid confor a! / 

960 de 1918  

.hoja3 (itiks oGn dctfwit  

MIR )cto. 1771/75 

Sort Fg ç _____ufj JU .2flfl 
,i.. 

�-r 

’c�’ 
. - 

I �( %. 
, _., 

4-

’!-
t4 

i 

33 

\\ r. 
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 MR-FT11.1 
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null 

CERTIFICA: - 

140MBRZ LJBORATORIO PRANCO coLOr’]BI.NO LAFRNCOL 8,. A-. 
:33MICI 10: CPLI VALLE .. 
DIRECC (N COMERCIAL :--K1 46 84 

:-:.’REcc ON NOTIFICACION JDDXCIAL: ---K 1 46 84 
.CXODAD CALl 
MATRIC’ LA MERCANTIL NRO5233-4 FECRA MATRICULA 02 DR OCTUBRB DR 1958 
DIRECC ON ELECTRONICA : esperanzacots@1afranco1net - 

. 

AF’ILIAO - 

CTIFlCA:  - 

NIT 890301463-8 - 

- � CETI’ICA - - 

QUÉ P( R SCRITURA NRO 1434 EL 29---.DE SEPTIEMBRE DE 1958 NOTARIA CtJARTA D 
CALl -, INCRXTA EN L CAMARA DR COMERCIO EL 02 DE OCTUBRE DE -1958 BMO EL NRO 
18319 )EL LIBRO IX , SE CONSTITUYO LA SOCIEDAD DENOMXNX)A LABORATQRIO ERANC 
COLoME: NO LAFRANCOL S.A. - - 

CERTIFICA. 

.REF oi - 
D0CUMEI O -FECRA.. DOC ORIGEN FECHA INS NRO. 

in a 

r7E;;
 

1.04 -30/06/1959 NOTARIA CUARTA DR CALl 67/07/1959 
1467 
E.P. 2 09 26/12/1959 NOTARIA CUARTA’; DE CALl 29/12/1959 

� 20.089  
1 2.5 24/07/t962 NOTARIA CUARTA DR CALl 26/07/1962. 

L. 24528  
LP. 3. 24 31/07/1963 NOTARIA CUARTA DE CALl . 14/68/1963 
26.360 
E.P. 2 22 25/10/1963 NOTARIA CUARTA DR CALl . 28/1O/.96.3 
26717 
Ro P. 1’20 

- - - 

16/09/.964 NOTARIA CUARTA I)EL CALl 22/0911964 

**CONTINUA *** 
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2406 
E.P. 101 31/01/1966 NOTARIA CUAJTA DR dALI 01/02/1966 
31039 

LP- 552 21/0:3/1968 NOTARIA CUA1TA iDE ALI 01/04/1968 
35711 

’E’. P. 4964 12/12/1972 NOTARIA CUAITA iDE ?ALl 16/01/1973 
2975 IX 
E.P. 1956 30/05/1973 NOTARIA CUA]TA DE OALI 13/06/1973 
4337 IX 
E.P. 4964 12/12/1972 NOTARIA CU A TA IDEAL 28/11/1973 

� 5-994 IX 

)@. P. 5579 12/11/1973 NOTARIA CUA TA DE dAL 28/11/1973 
5995 IX 

� B. P. 4406 30/09/1974 NOTARIA CUA TA DE AL 28/11f1974 
10887- IX 

�
 

E. P.- 192 03/02/1978 NOTARIA CUA rA IDE (AI 14/02/1978 
25355 IX 
E.P. 3479 07/09/1979 NOTARIA CtJA TA DE tTAI4]t 19109/1979 
34204 1X 
.P. 4274 12/12/1984 NOTARIA N041A DE CALl 19/12/1984 

73088 IX 
E.P. 1155 21/05/1985 N0TiR1A SEPI!1A IDE CAI4 03/06/1985 
76917 IX 

E.P. 1553 20/06/1986 NOTARIA SEP1flIMA IDLE CA1j1 08/07/1986 
85997 IX I - 

E.P. 1458 09/06/1987 NOTARIA $EP1ThIA iDE CAL 24/12/1987 
3508 IX 
E.P. 7222 14/12/1988 NOTARIA TERERA DE CAjI 19/12/1988 

� 13847 IX I 
El. P. 4530 04/09-71989 NOTARIA TEl 2RA DE C4I 07/09/1989 
21508 IX 
E. P.-- 3865 02/08/1990 NOTARIA TEICERA DE CAI 13/08/1990 
.1317 Q8. IX - 

E.P. 9305 13/12/1995 NOTARIA CERA DEI,C41 23/01/1996 
-557 IX 
LE.P. 4559 16/11/1999 NOTARIA TEICERA iDE CA[JI 26111/1999 
79JL1 1X 

6.004 02/12/2004 NOTARIA TEICERA IDE CAI 
- 14/12/2004 

13,371 IX 
� E.P.6241 27/12/2006 NOTARIA TE CERA iDE CALI 19/01/2007 

625 IX 

CT FT 

� VIGENCIA: 29 IDLE SEPTILEBRE DEL A?0 205 

*** CONTINUA *** 
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CAMARA DE COMEI%CIO DE CALl 
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** ** * * *** ** ************************ ********** ** *** ****** *** ** * 

CERTIFICA: 

SOCIAL. SE OCUPA EN: A) FABRICACION, DISTRIBUCION Y VENA EN E 
RIO DE LA REPUBLICA DE COLOMBIA 0 EN EL EXTRANJERO DE CUAIiESQUIER 

DE VACt:iNAS, PRODUCTOS QUIMICOS, FARMACEUTICOB ALIMENTICIOS FUNCIONALES 

COS Y FISOLOGICOS, REACTIVOS, ANTIBIOTICOS PARA USO HUMANO 

A.RIO, PRODUCTOS DIETETICOS, COLORANTES DE PERFUMERIA Y AFINES. B) L 

MTACION DE CASAS FPBRICANTES NACIONALES 0 EXTRANJERAS DE ESTOS MISMO 
OS. C) FABRICACION, IMPORTACION, DISTRIBUCION Y VENTA DE CUPJJESQUIER 

DE PRODUCTOS VETERINARIOS. 0) LA REALIZACION DE TODQS LOS ACTOS 

OS, CONVENIOS, DIRECTAMENTE RELACIONADOS CON LOS FINES ANTES INt)ICADOS 

ARROLLO DE SU OBIIETO SOCIAL PODRA LA SOCIEDAI) ADQUIRIR Y VENDER BIENE 
’1 MUEBLES, DARLOS Y TOMARLOS EN ARRENDANIENTO, GAR.ANTIZAR CON HIPOTEC 
LOS BIENES RAICES 0 CON PRENDA SOBRE LOSBIENES MUEBLES, OBLIGACIONES 
DE LA SOCIEDN); OAR Y RECIBIR A MUTUQ COMERCIAL DINERO Y CELEBRAR LO 
OS COMERCIALES DE CAI"IBIO EN TODAS SUS MANIFESTACIONES, FUNDAR EMPRESA 

CAN LA MISMA. L’INALIDAD SOCIAL 0 ASOCIARSE CON ELLAS. 

CERTIFICA: 

DE DIRECCION Y .ADMINISTRACION: 1) ASAMBLEA GENERAL DE ACCIONISTAS; 2 
,ECTIVA; 3) GERENCIA GENERAL. TAMBIEN TENDRA UN REVISOR FISCAL. 

TRACION: LA AIJMINISTRACION INMEDIATA DE LA. SOCIEDAD, SU REPRESENTACIO 
Y LA GESTION DE LOS NEGOCIOS SOCIALES ESTI4R.AN A CARGO DE UN GERENTE 
DO POR LA ASAMBLEA GENERAL DE ACCIONISTAS, PARA PERIODOS DE DE DOS (2 
BELEGIBLE INDEFINIDANENTE Y REMOVIBLE LIBREMENTE POR ELLA EN CUALOUIE 

PRIMER0 StJPLENTES: EL GERENTE Y REPRESENTANTE LEGAL TENDRA 
SUPLENTES: PRIMERO, SEGUNDO Y TERCERO QUE LO REEMPLAZAR.PIN EN 

AUSENCIAS ACCIDENTAL, TEMPORAL Y ABSOLUTA CON LAS LIMITACIONES 
B SE ESTABLECEN. 

O SEGUNDO - EL TERCER SUPLENTE DEL GERENTE GENERAL Y REPRESENTAN’] 
ESTARA LIMITADO EN BUS FUNCIONES A: COMPROMETER LOS NEGOCIOS SOCIAL 
TIA NO SUPERIOR A CUATRO Mn, DOSCIENTOS SALIARIOS MINIMOS MENSUAL 

VIGENTES (4.200 SMMLV); CELEBRAR CONTRATOS COMERCIALES DE COMPRAVENI 
RAL YA SEA CON LA. MACION (MINISTERIOS Y DEPARTANENTOS ADMINISTRATIVOS) 
S DESCENTRALIZADAS ( ESTABLECIMIENTOS PUBLICOS, EMPRBSAS INDUSTRIALE 
dALES DEL ESTADO, SOCIEDADES DE ECONOMIA MIXTA), EMPRESAS SOCIAL 

Y COMERCIALES, CUALQUIERA QUE SEA SU NATURALEZA CON FACtJLTADES PM 

O SUSCRIBIR LOS DOCUMENTOS Y GARANTIAS NECESARIOS HASTA LA CUANT] 

DEL GERENTE: A) ... B) EJECUTAR Y RACER CUMPLIR LOS ACUERDOS 

*** CONTINUA *** 
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CETIFICADO NAcIONAL 

�CANAR DE COME CI DE CALl 

200709241 Hor Crtif–cado 17:38:54 

Operacion : 02P2092407j4 PAGINA No. 4 

DEC15 IONES  DE LA ASAMBLEA GENERAL IDE I ACCIONISTASI Y DE LA JUNTA ]DLRECTIVA Y 
HACER USO ’DE LA RAZON SOCIAL. C) REPRESNTAR LEGUME TE A LA SOCIEDAID CONFORME 
A,’ LA LEY ANTE TODAS LAS AtJTORIID4DES CIVLE, IJIJDICIALES, MILITARES, 
SANITARIAS, DE POLICIA, ADUANALES, POS’’ALES, ET. () LLEVAR A CABO LA GESTION 
COMERCIAL Y FINANCIERA. H) TENDRA LA! PLENA .ESr1ONSABILIDAD DE LA ACCION 
ADMINISTRATIVA, LA. COORDINACION Y LA $UPERVISI(bN (ENERAL DE LA SOCIEPAD, LAS 
CtJALES CUMPLIRA CON ARREGLO A LAS NORMAS E LOS RsrATtTos 
EN EL EQERCICIO DE SUS FUNCIONES, E GERRNT PtEDE; 1,- COMPARECER EN LOS 
JUICIOS, TRANSIGIR Y COMPROMETER OS NEGO IO SOCIALES DE CUALQUIERA 
NATURALEZA QUE FtJEREN, INTERPONER TO DO GENER I)E RECURSOS Y CONSTIT[JIR 
APODERAIDOS QUE LO REPRESENTEN JUDICI4 0 EXT IIALMNTE. 2. ENAJENAR A 
CUALQUIER TITULO Y COMPRAR BIENES MUELES, CEL B CONTRATOS COMERCIALES DE 
COMPRA Y VENTA EN GENERAL YA SEA CON! LA MACI ( INISTERIOS Y DEPARTAMENTOS 
ADMINISTRATIVOS)fl ENTIDADES DESCENTRAE1IZADAS (B TABIJECIMIENTOS PUBLICOS), 
EI4PRESAS INDtJSTRIALES Y COMERCIALES DELi ESTADO, SOC EDADES DE ECONOMIA MIXTA), 
EMPRESAS 0 SOCIEiDADES CIVILES Y COMERCIjALES CUAJiQUIERA QUE SEA SU NATURALEZA Y 
SU CtJANTIA, CON ANPtJIAS FACULTADES qtJE EXIGI. 0 SUScRIEBIR LOS DOCtJI4ENTOS, Y 
GARANTIAS NECESARIAS, CONTRATAR PRESTM0S CUAIIQUIRA QUE SEA STJ . CUANTIA, 
CELEBRAR EL CQNTRATO COMERCIAL IDEM1TUO EN TODS SUE MPJNIFESTACIONES Y 
SUSCRIBIR LOS 1DOCUMENTOS I COMPROMIS0 RESPECT–VOS. HACER DEPOSITOS EN BANCOS 
Y AGENCIAS BANCARIAS, FIRMAR CHEQUES ,J LETRAS, PAGARES, GIRDS, LIBRANZAS I 
CUALQUIEP. CTRD DQCtJMBNP0, AS I COMO $EGOCIAR ESTOS INSTRUMENTOS, TENERLOS, 
COBRARIJOS, . PAGARLOS, DESCAR$ARLOS, ETC. 

CERTIICA: 

DOCUMENTO: ACTA No, 99 DEL 14 DE MARZO D 2002 
ORIGEN: ASAMBLEA GENERAL DE ACCIONISTAS 
INSC.IPCION: 09 bE SEPTIEMBRE DE 2002 No. 14675 ID L IIBRO IX 

FU (R0) NOMBRADO (8): . 

GERENTE GENERAL Y REPRESENTANTE JGAL . 
JUAN MARIA RENDON GUTIERREZ Y 
C. C. 17125100. 

Pt(IMER SUPLENTE DL GERENTE 
)P.Yflflflj7 V.T ?1wKT 
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******************************************** *********** ********************** 
RSA VICTORIA VENTURA DE VISBAL 
C.

 
C.38992048 

TBRCBR RENGLON 

JUAN PABLO REYES VILLAMZZAR 
C.C.80419709 

SUPIJENTES 

PRIMER RNGLON 
JUAN MARIA RMDOW GUTIER.EZ 
C.C.1712$100 

SEGUNDO RENGLON 
ROBERTOM. VENTURA CRISPING 

C.C.90$6003, 

TERCER RENGLON 
ROBERTO S. VENTURA PAULY 
C.C.16697614 

DOCtE4ENTO: ACTA No. 99 DEL 14 DE MARZO D 002 

ORIGEN: ASAMBLEA GENERAL DF ACCION STAS 
INSCRIPCION: 09 DE SEPTTEMBRE DE 2002 No, 14675 DEL LISRO IX 

FOE (RON) NOMBRADO (8): 

REVISOR FISCAL 
AIJFRBDO LOPEZ & CIA. LTDA 
NIT.800.026893-5 

CERTIFI A: 

DOCUMENTO: DOCUMENTO PRIVADO DEL 20 DE OC RE IDE 2006 
ORIGEN: ALFEEDO LOPEZ CIA LTDA 

INSCRIPCION: 07 DE NOVIEMBRE DE 2006 No. 2672 DEL LIBO IX 

FtJE(RON) NOMERADO(S); 

REVISOR FISCAL PRINCIPAL 
ALFREDO LOPEZ CAMPO 

*** CONTI A 
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Et 06.369810- 2 ESTABLECIMIENTO DE 0MEC10: LAIORATOIIO FNCO COL014EIANO 
tiAFRNCOL S A 

� UICM0 EN: - - -K 1A 46 A 32 DE CALl 
� FECHA NATRICULA 29 DE ABRIL DE 1994 
REN0V0 POR EL A?0 2007 

CERTI ICA: 

QM’’ LA SOCIEDAD EFECTUO LA RENOVACI N DE S ATRICULA MERCANTIL 4L 29 DE 
�MARZODE2007 . 

CERTI ICA; 

NO FIGtN OTRAS INSCRIPCIOSUE 
DItQZRM

 

TOTAL 0 PCE EL 
P.REENTE CERTXFICALO. 

LOS TO  Y DOCUMENTOS RECISTR?DOS �UDPN E4  CINCO (5) DIAS HABILES 
DESPT. DE LA FECflA

 
DE SU INSCRIPC ON, SIEMPRE I CUANDO DENTRO DE BIC} 

TNTNO 0 SEAN OBJETO DE RRMMS08 1N LA VIA r!iTIvA. 

DE CONFORMIDAD CON EL DECRETO 2150 F 1.995 Y LA AUTORIZACION IMPARTIDA POR 
LA SUPERINTENDENCI IDE INDUSTRIA Y OMERCIO LA IRNA ECANICA QUE APARCE A 
NTINUACION TIENE PLENA VALIDEZ PARA TO OS LOS E’EC1IOSLSCALES. 

DADO EN CALl A LOS 24 DIAS DEL MRS-DR.  SE TIEM.E EL A?O 2007 HORA: 05:16:1$ 



SUPERINTE ENCIA DE INDUSTRIA Y CONERCIO --

NIT : 800176089-2 .,TRYC0M°  

RECIBO OflCIAL CAJA : 07 - 78,568--p 27-020NUECREACIONt
 

IIL104-0000 

SEPTIEP$BRE 27 DE 2007 - .?’c v -  REGDEPOSITO 
r-0110V 58 

mu CONSISNAC ION urn -- -------------------------------------------------------------------------------------

DEPOSITANTE TIM PASO BANCO CUENTA No. PAGO FECHA P60 PASO 
------------------------------------- 

REVES V REYES ABOS DOS CONSI6NACON BANCO POPULAR 050-00110-6 69812082 27/09/2007 2.0$, .00 

*t*** C 0 N C E P 1 0 *t**t 

RENTISTICO CONCEPTO TOTAL 

1 50005-01-04 ESENTACION DE OBSERVACIONES 12 MARCAS V LENAS CO1tERCIALES 256,000.00 
TOTAL : $ 256,000.00 

SON DOSCIENTOS CIN UENTA Y SEIS NIL PESOS 

RESPONSABLE  

RECIBO DE CAJA APLICADO AL EXPEDIENTE No1____________________________ 

4 



�: 

SUPERINTE DENCIR BE INPUSTRIA Y CUMERCIU 

NIT ; 800116089-2 

WIDO UFICIAL DE CAJA : 07 - 78,569A
 sEr1awRE 27 BE 2007 

I C’1.. - r 
- 

- -NUECREACJON 
1REGDEPOSTO 

06 8 

***** CONSIGNACIOK $fl*$ 

------- .----------------------------------- --------------------------------
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(57) Abstract 

Product containing teuahydrolipatatin as the active ingredient and pharmaceutically acceptable excipients, characterized in that it is in 
th, form of particles with a diameter of 0.25 to 2 mm; and pharmaceutical preparations or compositions for oral administration containing 
(fit product. 
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TETRAHYDRoupTAT1N CONTAThTNG COMPO5LTJO14 

Tetrahydrolipstatin  is an inhibitor of pancreatic lipase and 
is known by the generic name orlistat. The use of THL as medicament, 

S particularly as anti-obesity agent, and pharniaceutical compositions 
containing THL as active agent are described in US Patent No. 
4,598,089. 

Due to its low melting point of about 44°C, THL undergoes both 
hydrolytic and thermal degradation, particularly when storedin a 

10 humid atmosphere or above 35°C in a dry atmosphere. Furthermore, 
conventional dosage forms such as described in US Patent No. 

4,598,089, for example, tablets or hard gelatin capsules, cannot easily be 

formulated from powder mix or by conventional wet granulation 
procedure due to picking and sticking phenomena during tablet 

15

 
compression or encapsulation. Thus, there was a need for THL 

containing products and dosage. forms which would be stable against 

moisture and heat during production and storage. 

In one of its aspects, the present invention relates to a product 

containing THL as active ingredient, stabilizers, pharmaceutically 

20 acceptable excipients, characterized in that it is in the form of particles 

with a diameter in the range of from about 0.25 mm to about 2 
mm. 

These particles are typically in the form of particles or pellets. The 
� preferred pellet form requires the presence of microcrystalline 

� cellulose. Preferably, the diameter of the pellets ranges from about 0.5 

25 to about 1.5 mm. 
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Surprisingly, it ws found that THL contarnirig patticl.es do not 
feature the sticking and picking phenomena and exhibit superior THL 
stabi1ity. 

The subject invention will now be described in terms of its 
5 preferred embodiments These embodiments are set forth f-6 aid in 

understanding the invention but are not to be construed as lmitmg 

The subject invention provides particles, such as granules and 
pellets, useful iii producing pharmaceutical compositions, sich as a 
unit dosage torrn The use of particles in the form of pellets is 

10 preferred 

Surprisingly, it was found that TIlL containing particles (also 

called multiple units) minimize the sticking and picking phnomena 
encountered during tablet compression or. encapsu1atiou Inone of its 
aspects, the present invention relates to a unit dosage form comprising 

15 a plurality of pe1ets having a diameter in the range of from O25 to 2 
mm wherein eachparticle comprises tetrahydrolipstatin, a stabilizer 
and at least one pharmaceutically acceptable excipient When the 
particles are in the form of pellets, it is critical to employ 
microcrystalline cellulose 

20 The term ,,stabthzer refers to an. agent having a rate  of 
moisture uptake greater than the rate of moisture uptake for 
Such stabilizer acts to retard hydrolytic degradation of the T1L 
Preferably, the stabilizer’  has a moisture content of greater thn five 

percent (5%) atfty percent (50470 relative humidity The selection of a 

25 stabilizer having the above qualities is within the skill of the artisan 
having read the preaent specification Examples of such stabilizers 
mclude but are not limited to, hydroxypropylmethyl cellulose, 

hydro"cypropyl e1lulose, polyvinylpyrrohdone, and lactose 

Preferably, the average citameter of the particles ranges fzom 0.5 to 

0 1.5 mm Diameter referred to throughout the speciflcation areaverage 

diameters Although it is preferred that all particles are witbi the 

rc ki! ew TO 1J S,Ei’*MI, 3IOHd SiIeZSII woa 
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-. recited ranges, it is acceptable for very minor or trace amounts of 

� undersize or oversize, particles to be present. ’ - 

A farther object of the invention is a product as described above 
which comprises a specific combination of THL wth stabihzes, and 

5 excipients, particularly a product which cohtains po1vinylproiidone 
and/or lactose -as stabilizer  

Preferably, the product contains either (a) laetse and at east 3% 
by weight of the product is poiyvinylpyrrolidone or (h) at least 5% by  

weight of the product is polyvinylpyrrolidone 

10 ’. �, Preferred compositions typically contain from about 20% to about -r

75% by weight TWA, and from about 3% to about 60% by weight 

stabilizer. Preferred pellets additionally contain from aoou.t 10to 

about 60% by weight microcrystalline cellulose More preferably, such 

pellets contain about 25% to about 75% by weight TRL. from about 20% to 

15 
: 

about 60% by weight microcrystalline ceLlulosº;-frorn about 1% to about 

10% by weight sodium starch glyco late, frozu about 117o to about 8% by I 
weight sodium lauxjl sulfate; from about 1% to about 101% by weight � 

polyv’inylpyrohdone, and from about 0% to about 1% by weight talc 

Most preferably, such pellets contain about 50% by weight TilL, 

20 about 39% by weight nnłrocrystallme cellulose, about 3% by weigbt 

sodium starch glycolate, about 3,17a by weight sodium lauryl silfata, 

about 55o polyvinyl pyrrohdcni, and about 0 1016 by weight talc 

Such products are chemically, stable and can be filled on Wt 

runrung encapsulation machines without presenting the sticuflg and 

25 picking phenomena 

In addition to the preferred stabilizers, polyvmylpyrroh4oae 

and/or lactose, the product of the invention (the particles) conains other 

excipients, such as diluting agents, for example, sucrose or..1referably 

microcrystalline celli4ose (mandatory for pellets of.the presezt 

30 inveation), binders, for example, starch paste; surfactants, fr 

example, sod.ium lauryl sulfate or sodium choctylsulfosuccinte, and/or 

� �- � � - � , ’ � - � 

0, - ’’.. - - - - 
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- breaking the strands into short pieces which are at the same time 

formed to more or less spherical particles b; means of a fast spinning, 

mostly structured plate, in a vertical cylinder (spheronizer). 
-I.-.. 

5 - drying the wet spheres by means of any suitable drying 

equipment, for example, a fluid bed dryer or a tray drier. 

-. optionally, the dried spheres may be fractionated into appropriate 

sized fractions, or the main material may be freed from undersized or 

10 oversized material by an appropriate sieving or screening process. 

Preferably, the temperature is maintained below 35°C during the whole 

process. 

A further aspect of the invention are pharmaceutical preparations 

15 or compositions for oral administration, comprising the particles. They 

can be simply filled in a PVC container from which the particles can be 

taken with a dosing spoon. Other oral dosage fox-ms are sachets in 

which the particles are filled, alone or together with appropriate 

excipients, such as skim milk powder, microcrystalline cellulose, 

20 sodium carboxymethylcellulose and talc, to form a powder for 

reconstitution. Another possibility is to embed the particle in a matrix 

excipient, for example, microcrystalline cellulose, followed by 

compression to tablets, particularly chewable tablets. The particle, can 
� � also be filled in capsules, for example, hard gelatin capsules. 

25 The following Examples are illustrative but in no way, limit the 

invention. 
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1. Polyvinyl pyrrolidone and sodium lauryl sulfate is dissolved in 
water. 

2. THL, xnicrocrvstalline cellulose, and sodium starch glycolate are 

mixed for 10 minutes and granulated with the solution of step 1. 

5 3. Granules are dried at or below 30°C and passed through #20 mesh 

screen. 

4. Granules are filled in a # 1 hard gelatin capsule. 

Example 6 

Preparation of -G-ranules and Formulations containing TIlL 

Ingredient 
- mg/capsule 

1. TIlL 120 

2. Lactose anhydrous 93.6 

3. Sodium starch glycolate 7.2 

4. Polyvinyl pyrrolidone 12.0 

5. Sodium lauryl sulfate 7.2 

Total 240.00 

1. Polyvinyl pyrrolidone and sodium lauryl sulfate is dissolved in 

water. 

2. TIlL, lactose anhydrous, and sodium starch glycolate is mixed for 

10 minutes and granulated with the solution of step 1. 

3. Granules are dried at or below 30°C and passed through 20 mesh 

screen. 

4. Granules are filled in a # 1 hard gelatin capsule. 
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1 A pharmaceutical composition comprising a plurality of 

particles having an average diameter of from about 0.25 mmi to about 2 

mm, each particle comprising tetrahydrohptnttn, a stabilizer, hand at 

5 least one pharmaceutically acceptable 
excipientr provided, that 1s’hen the 

particles are in the form of pellets, each pellet contains microeysta1lne 
cellulose 

2 The composition of claim 1, wherein the partides ar pellets 
or granules  particularly wherein the pellets -or granules hay an 
average diameter of from about 0.5 mm to about 1 5 mm 

3 The composition of daun 2, wherein the stabilizer s selected 

. from the group coi.sistuig of POIYV1flY1pYT?OlidOUC, lactose, a 
combination of polyvuiylpyrrohdone and lactose, hydroypropylmethyt 
cellulose, and hydroxypropyl cellulose. 

15 4. The composition of claim 3, wherein at least % by weight of 

the composition is polyvinylpyrrohdone 

5 The composition of claim 3 wherein the stabilizer is a 

combination of lactose and polyvlrmylpyz-rolldGne wherein at least 3% by 

weight of the composition is polyvinylpyroUdone. - 

20 6 The composition of claim 2, wherein the pbarmaceutically 

acceptable ecipient is a surfacta.nt, diluent, orthsmtegrant 

T. The composition of claim 6, wherein the pharmaceutically 
acceptable excipient is a siirfactant, particularly wherein the surfactant  

- 
is sodium tauryl sulfate or sodium dioctylsulfosuccinate. - 

25 8. The composition of claim 6, wherein the pharmaceutically 
acceptable excipiØnt is a diluent,  particularly wberein the diluent- is 

microcrystalline cellulose, sucrose or corn starch 
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20-25°C. for 24 hours. It was further dried at 380 C. for 48 Example 21 
hours without any filtration (sample number 2-1). 

0.7 gram orlistat was dissolved in 7.0 ml hexane. Crystals 
Example II WCC tittered after 20 hours cooling at o-S° C. Drying was 

carried out at 20-25° C. for 1 hour and at 38° C. for 1 hour 
0.7 grain orlistat was dissolved in (1.7 ml n-Pmpanol. (sample number Pf). 

l-Icxane of 0.7 mL was added to the solution. It was dried at 
20-25° C. for hours. It was further dried at 38°C.  for 49 Example 22 
huuis without ally fittiatiuti sinnple uumbcr 3-1).’rim melting points (DSC) and enthapy of the following 

Example 
- 

to UEliSIiIL suiiiples wine iucasumd aud preacuted iii the follow-
ing table. The crystalline forms (XRD) of the orlistat 

0.7 grain orlistat was dissolved in 1.0 mL isopiupanul samples were also presented. 
Water of 0.3 mt.was added to the solution. It was dried at 
20-25° C. furl 24 hours. U was further dried at 380 C. for 48 
hours withou any filtration (sample number 4). is 

I Samlile inah;ng endntbenn enlhpy (A) Ciciitline tbrns 

� Example 13 Ninubeis C (risC) (JICU’m) Xttfl) 

0,7 gram orlistat was dissolved in 0.7 mL isopropanol. 
I-i 46.3 $7 1,11 

47.0 ei 12.,11 
Hexarie of 0.1 ml was added to the solution. It was dried at 2-1 47.1 83 t It 
20-25* ,C, 24 hours It was further dried at M4° C for 48 ’0 467 87 t U 

hours wtthcn4c any filtration (sample number 4-1) 

Example 14 
S 46.2 9D ttt 

411.9 H 

0.7 gram !rlislat was dissolved in 1.0 mL acetone. Water ax 
Of 0.3 ml was added to the solution. It was dried at 20-25°  10-1 46.5 88 I Z II 
C;foc 24 hiurs. U was further fried at 38° C. for 48 hours 91 1 
without any filtration (sample number 5).14-1 46,2 90 1 ? If 

16 46.6 It 

Example 15 jp °,." rfe, in ubemutalty rscas’. For eninipti ’113. It" means tire io,m 

0.7 grain t,jrlistat was dissolved in 0.7 ml acetone. Hexane 
I (a in NutrAnallAlly eacess ansrimun than fon* It. 

of 0.7 ml, was added to the solution. U was dried at 20-25° One of ordinary skill in the art would appreciate that the 
C. for .24 hours. It was further dried at 38° C. for 48 hours experimental conditions require optimization in order to 

without any,  filtration (sample number 5-1). crystallize and obtain further purified crystalline orlistat. 
is

Pharmaceutical rormulations of Orbital Crystalline 
I Example 16 Forms 

07  gran orftat was dissolved to 07 ml. ethyl amiate"Orlistat crystalline forms 1 and 11 are useful for treatiug 
14exane of 07 ml was added to the solution. It was dried at obesity. They can be formulated into a variety of compost-
20250 C for 24 hours It was further dried at 380 C. for 4S 40 tions for administration to a mammal including humans and 
hours without any filtration (sample number 8-1) animals. 

I Pharmaceutical compositions of the present invention 
� Example 17 contain orlistat crystalline form I or orlistat crystalline form . 

� .. 

i en

 

0.7 grgramolistat was dissolved n 0.7 L isobutyl acetate. 
U. In addition to the active ingredient(s) the pharmaceutical 

45 compositions of the present invention can contain one or 
Hexane of 0.7 ml was added to the solution. It was dried at more excipunIs. Excipieots are added to the composition for 
.0-.... C for .4 hours. Itwas further dried at 38* C. for 48 a variety of purposes. Diluents increase the bulk of a solid 

hours wit tout any filtration (sample number 94). pharmaceutical composition and can make a pharmaceutical 

Example 18 
tknagn form wutaiuiug the wwptultioft easier fur the 

ii so patient and care giver to handle. Diluents for solid crunpo 
0.7 grain orlistat was dissolved in 0.7 ml nietlayt isoburyl sitions include, for example, microczystalliue cellulose (e.g 

ketone. Iexanc of 0.7 ml was added to the solution. It was Avicelfi), microfine cellulose, lactose, starch, pregelitinize 
dried at 0-.25° C for 24 hours It was further dried at o starch, calcium carbonate, calcium sulfate, sugar, dcxtratcs 
C. for 4S hours without any hkratmn (sample number lo..1) dextnxt dextrose dibasic calcium phosphate dibydrate 

55 tribasic calcium phosphate, kaolin, magnesium caibonat 
Example 19 magnesium oxide, malrodexumn, manmtol, polymethaay 

� I . 

0.7 gram orlistar was dissolved to 0.7 ml. methanol, 
latus (e.g. Eudragit4l), potassium chloride, powdere 
cellulose, sodium chloride, sorbitot and tale. 

� 

� Hexane of 0.7 ml. was added in the solutitin. It was dried at 
20-25° for 24 hours. It was further dried at 38° C for 48 solid pharmaceutical compositions that are compact 

. 

hours without any filtration (sample number 13-1) ° 
fandions incluile helping to bind Ilia active ingredient a 

I Exam le 20 p 
other excipienis together after compression. Binders f r 
solid- pharmaceutical compositions include for exainp e 

0.7 g’am orlistat was dissolved in 0.7 ml methanol. Water acacia, alginid acid, carbomer (e.g. casbopol), carbozymet -. 

of 0.3 riL was added to the solution. it was cooled at 0-50 ss ylcellulose sodium, dextrin, ethyl cellulose, gelatin, r 
C. for 1 bout Filtered crystals were dried at 20-25° C. for gum, hydrogenated vegetable oil, hydroxycthyl. celtuto , 

- . 
1 hour landal 380 C. for 1 hour (sample number 14-1). hydroxypropyl cellulose (e.g. Kiucelft bydroxypro yl - 
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methyl cellulose (e.g. McthoceW), liquid glucose, magne-
sium aluminum silicate, mahodextrin, methytcellulose, 
polyiricthacrylatcs, povidonc (e.g. Kollidonfi, Plasdonefi), 
prcgelatini’ed starch, sodium alginate and starch. 

The dissolution rate of a compacted solid pharmaceutical 
composition in (he patients stomach can he increased by the 
acklitioii of a disiutegraut to the composition. Disiutegrauts 
include for example alginic acid. carhmcymcihylcellulnsc 
calcium, carboxynietbylcallulose sodium (e.g. Ac-Di-Solfi, 
PrirneIhssctO), colloidal silicon dioxide, cffiscarmellose 
sodium, crospovidonc (e.g. KQllklonfi, Polypksdoncfi), 
guar gum, magnesium aluminum silicate, methyl cellulose, 
microcrystalline cellulose, polacrilin potassium, powdered 
cellulose, pregelatinizcd starch, sodium alginate, sodium 
starch glycolate (e.g. P.xplotabfi) and starch. 

� GIkiants can be added to improve the flowability of 
non-compacted solid composition and improve the accuracy 
of dosing. Excipients that can function as glidants include 
for example colloidal silicon dixoide, magnesium trisilicate, 
powdered cellulose, starch, talc and tribasic calcium phos-
phate. 

When a dosage form such as a tablet is made by com-
paction of a powdered composition, the composition is 
subjected to pressure from a punch and dye. Some excipients 
and active ingredients have a tendency to adhere to the 
surfaces of the punch and dye, which can cause the product 
to have pitting and other surface irregularities. A lubricant 
can be added to the composition to reduce adhesion and ease 
release of the product form the dye. Lubricants include for 
example magnesium stearate, calcium stearata, gtyceryl 
mnnc’stearate, glyceryl palmitostearate, hydrogenated castor 
oil, hydrogenated vegetable oil, mineral oil, polyethylene 
glycol, sodium bcnzoatc, sodium lauryl sulfate, sodium 
stearyl fumarate, stearic acid, talc and zinc stearate. 

Flavoring agents and flavor enhancers make the dosage 
form more palatable to the patient. Common flavoring 
agents and flavor enhancers for pharmaceutical products that 
can be included in the composition of the present invention 
include for example rnaltol, vanillin. ethyl vanillin, menthol, 
citric acid, fumaric acid, ethyl inaltol, and tartaric acid. 

Solid and liquid compositions can also be dyed using any 
pharmaceutically acceptable colorant to improve their 
appearance and/or facilitate patient identification of the 
product and unit dcage level. 

In liquid pharmaceutical compositions of the present 
invention, Orlistat crystalline form I or II, and any other 
solid excipients are dissolved orsuspencled in a liquid carrier 
such as water, vegetable oil, alcohol, polyethylene glycol, 
propylene glycol or glycerin. 

Liquid pharmaceutical compositions can contain emulsi-
fying agents to disperse uniformly throughout the compo-
sition an active ingredient or other excipint that is not 
soluble in the Liquid carrier. Emulsifying agents that can be 
useful in liquid compositions of the present invention 
include, for example, gelatin, egg yolk, casein, cholesterol, 
acacia, tragacantb, chondrus, pectin, methyl cellulose, 
carbutner, celoatcaryl alcohol and cetyl alcohol. 

Liquid pharmaceutical compositions of the present inven-
tion can also contain a viscosity enhancing agent to improve 
the mouth-feel of the product and/or coat the lining of the 
gastrointestinal trect. Such agents include fur example 
acacia. algirtic acid hentcinite, carhomer, carhoxymethylcel-
lulose calcium or sodium, cetosteaiyl alcohol, methyl 
cellulose, ethylcellulose, gelatin guar gum, hydroxyethyl 
cellulose, hydroxypropyl cellulose, hydroxypropyl methyl 

cellulose, 
maltodextrin, polyvinyl alcohol, povidone, pro-

12 
pylcne carbonate, propylene glycol alginate, sodium 
alginate, sodium starch glyccalate, starch tragacanth aid 
xauthau guru. 

Sweetening agints such as sorbitol, saccharin, sodii m 
saccharin, sucrose, aspartame, fructose, mannilol and mv rl 
sugar can be added to improve the taste. 

Preservatives and chelating agents such as alcohtI, 
sodium benzoate, butylaicd hydroxy toluene, butylatd 
bydroxyanisole and ethylenediarnine Iclraacetic acid can 11’e 

10 added at levels safe for ingestion to improve storage stab - 
ily. 

A liquid composition according to the present invenli n 
can also contain a butler such as guconic acid, lactic ad 
Citric acid or acetic acid, sodium guconate, sodium lactat 

� sodium citrate or sodium acetate. 
Selection of excipients and the amounts to use can e 

readily determined by the formulation scientist based upon 
experience and consideration of standard procedures an 

21) reference works in the field. 
The solid compositions of the present invention includ 

powders, granulates, aggregates and compacted compos 
lions. The dosages include dosages suitable for oral, buccc4, 
rectal, parenteral (including subcutaneous, intramusculat, 

as and intravenous), inhalant and ophthalmic administratior. 
The dosages can be conveniently presented in liflit dosagç 
form and prepared by any of the methods well-known in th 
pharmaceutical arts. 

Dosage forms include solid dosage forms like table 
O powders, capsules, suppositories, sachets, troches and macn 

ges as well as liquid syrups, suspensions and elixirs. 
A dosage form of the present invention is a capsul 

containing the composition, preferably a powdered or granu 
tated solid composition of the invention, within either a ba35

 
r 

or soft shell. The shell can be made from gelatin an 
optionally contain a plasticizer such as glycerin and sorbitol 
and an epacifying agent or colorant. 

The active ingredient and excipients can be formulate 

40 
into compositions and dosage forms according to method.. 
known in the art. 

A composition for lableting or capsule filing can be 
prepared by wet granulation. In wet granulation some or all 
of the active ingredients and excipients in powder form are 

45 blended and then further mixed in the presence of a liquid, 
typically water, which causes the powders to clump up into 
granules. The granulate is screened and/or milled, dried and 
then screened and/or milled to the desired particle size. The 
granulate can then be tableted or other excipients can be 

543 added prior to tableting, such as a glidant and/or a lubricant. 
A tabicting composition can be prepared conventionally 

by dry blending. For instance, the blended composition of 
the activea and excipients can be compacted into a slug or a 
sheet and then comminuted into compacted granules. The 
compacted granules can be compressed subsequently into a 
tablet. 

As an alternative to dry granulation, a blended composi-
tion can be compressed directly into a compacted dosage 
form using direct compression techniques. Direct compres-

so siun produces a more uniform tablet Without granules. 
Excipients that are particularly well-suited to direct com-
pression tableting include microcrystalline cellulose, spray 
dried lactose, dicalcium phosphate dihydrate and colloidal 
silica. The proper use of these and other excipients in direct 

as compression tableting is known to those in the art with 
experience and skill in particular formulation challenges of 
direct compression tableting. 
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A capsule tilling of the present invention can comprise 
any of the aforementioned blends and granulates that were 
deacribed with reference to LaiJIctiug, only they are not 
subjected to a final tableting step. 

11e present invention is not to he limited in scope by the 
specific enthodiments described herein. Indeed, various 
modifications of the invention in addition to those described 
herein will t,ccoiiie apparent to those skilled in the art front 
the Ibregoing description and accompanying figures. Such 
modifications are intended to fall within the scope of the 
claims. Various publications are cited herein, the disclosure 
of which are incorporated by reference in their entireties. 

What is claimed is: 
1. A crystalline solid orlistat, or hydrate or solvate thereof, 

characterized by data selected from the group consisting of 
a XRD pattern with peaks at 5.8, 18.5, 19.5 and 22.30.2 
degrees two-theta and a DSC melting endotherm at about 
40.70 C. 

2. The crystalline solid ortistat of claim 1, wherein the 
crystalline solid orlistat is characterized by the XRD pattern 
with peaks at 5.8,18.5,105 and 22.3A.1 degrees two-theta. 

3. The crystalline solid orlistat of claim 2, wherein the 
crystalline solid orlistat is further characterized by a XRD 
pattern substantially as depicted in FIG. 1. 

4. The crystalline solid orlistat of claim 1, wherein the 
crystalline solid orlistat is characterized by the DSC melting 
endotherm at about 46.7° C 

5. Acrvstalline solid orlistat, or hydrate or solvate thereof, 
characterized by data selected from the group consisting of 
a XRD pattern with peaks at 4.8, 5.6, 14.9, 17.3, 19.2 and 
22.0–0.2 ckgrees two-theta, and a DSC melting endotherm 
at about 46.60 C. 

6. The crystalline solid orlistat of claim 5. wherein the 
crystalline solid orlistat is characterized by the XIU) pattern 
with peaks at 4.8, 5.6, 14.9, 17.3, 19.2 and 22.0–0.2 degrees 
two-theta. 

7. The crystalline solid orlistat of claim 6, wherein the 
crystalline solid orlistat is further characterized by a XRD 
pattern substantially as depicted in FIG. 2. 

8. The crystalline solid orlistat of claim 5, wherein the 
crystalline solid orlistat is characterized by a DSC melting 
endotherm at about 46.6° C. 

9. A process of preparing crystalline solid orlistat, or 
hydrate or solvate thereof, characterized by data selected 
from the group consisting cf a XRD pattern with peaks at 
5.8, 185, 19.5 and 213–0.2 degrees two-theta and a MSC 
melting endotherm at about 46.7°  C., comprising the steps 
of 

(a) dissolving orlistat in a solvent; 
(h) adding an anti-solvent or water to the solvent; and 
(c) isolating the crystalline solid orlistat. 
10. The process of claim 9. wherein the solvent is a lower 

alkyl alcohol, acetone, acetunitrite, acetone, ethyl acetate, 
isobutyl acetate, methyl isobutyl ketone, and hexane. 

11. The process of claim 10, wherein the lower alkyl 
alcohol is selected from the group consisting of methanol, 
ethanol, n-propanol, and isopropanol. ’. 

12. The process of claim 9, wherein the anti-solvent is a 
hydrocarbon. 

.13. The process of claim 12, wherein the hydrocarbon is 
selected from the group consisting of heana, cyclohexane 
and hepLanc. 

14. ’the process of claim 9. wherein the solvent is metha-
nol and the anti-solvent is hexane. 

15. The process of claim 9, wherein the steps (a) to (c) are 
repeated at least once to increase the purity of the crystalline 
solid orlistat. 

14 
16. The crystalline solid orlistat prepared in accordance 

with the process of claim 9. 
17. ’Me crystalline solid orlistat of claim 16, wherein the 

crystalline solid clistat is characterized by a XRD pattern 
with peaks at 5.8, 18.5, 19.5 and 22.3z0.2 degrees two-theta. 

18. The crystalline solid orlistat of claim 17, wherein the 
crystalline solid orlistat is further characterized by a XRD 
pattern substantially as depicted in FIG. I. 

19. The crystalline solid orlistat of claim 16, wherein the 
to crystalline solid orlistat is characterized by a DSC melting 

endotherm at about 46.7° C. 
20. A process for preparing a crystalline solid orlistat, or 

hydrate or solvate thereof, characterized by data selected 
from the group consisting of a XRD pattern with peaks at 

is 4.8, 5.6, 14.9, 17.3, 19.2 and 22.11zO.2 degrees two-theta, 
and a DSC melting endotherm at about 46.6° C., comprising 
the steps of: 

(a) mixing orlistat in hexane to form a. mixture at a first 
temperature; 

10 (b) lowering the first temperature of the mixture suffi-
ciently to precipitate; and 

(e) isolating crystalline solid orlistat. 
21’. The process of claim 20, wherein the Steps (a) to (c) 

are repeated at least once to increase the purity of the 
-- crystalline solid orlistat. 

22. The crystattine solid orlistat prepared in accordance 
with the process of claim 20. 

23. The crystalline solid orlistat of claim 22, wherein the 

10 
crystalline solid orlistat is characterized by the XIII) pattern 
with peaks at 4S, 5.6, 14.9. 17.3. 19,2 and 22.0–0.2 degrees 
two-theta. 

24. The crystalline solid orlistat of claim 23, wherein the 
crystalline solid orlistat is further characterized by a Xlii) 
pattern substantially as depicted in FIG. 2. 

25. The crystalline solid orlistat of claim 22, wherein the 
crystalline solid orlistat is characterized by the DSC melting 
endotherm at about 46.6° C. 

26. A process of preparing a mixture of crystalline solid 

40 
orlistat. or hydrate or solvate thereof, characterized by data 
selected from the group consisting of a XRD pattern with 
peaks at 5.8. 18.5, 19.5 and 22.3–0.2 degrees two-theta, a 
DSC welling endotherm at about 46.7° C., a XRD pattern 
with peaks at 4.8,5.6,14.9, 17.3. 192 and 22.0–0.2 degrees 

45 
two-theta, and a DSC melting endotherm at about 46.6° C., 
comprising the steps oE 

(a) dissolving orlistat in a solvent; and 
(b) inducing crystallization to obtain the mixture of crys-

talline solid orlistaL 
so 27. The process of claim 26, wherein the solvent is at least 

one alcohol selected from the group consisting of methanol, 
ethanol. n-propanol. 1-pmpannt, 2-propanol, isopropanol, 
1-butauul, i-butauul, scc-buianvl, tert-butanul, N,N-
dimethyl formamide. dimethyl sulfoxide, acelonitrile, 

55 acetone, ethyl acetate, isobutyl acetate, methyl isobutyl 
ketone, and acetic acid. 

28. The process of claim 26, wherein solvent is an 
atiphatic hydrocarbon. 

29. The process of claim 28. wherein the aliphatic hydro-
to carbon is selected from the group consisting of hexane, 

pentane and heptane. 
30. The process of claim 26, wherein the solvent contains 

water. 
31. The process of claim 26, wherein the solvent is 

65 methanol 
32. The process of claim 26, wherein the mixture of 

methanol and waler is present in a v/v ratio of about 1:0.3. 
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concerns methods for preventing or treating obesity or 
LEUINE DERIVATIVES hyperlipacmia in an afflicted mammal. 

BACKGROUND 

The present invention concerns N-formyllcncme 
derivatives which are uscful in the trcatmcnt of obesity 
and byperlipsemia. 

SUMMARY OF THE INVENTION 

The present invention is concerned with compounds 10 
of the formula 

HcON\< 
15 

(SI IS) 

wherein A signifies the group 

DETAIID DESCRIPTION OF THE 
INVENTION 

The present invention is concerned with compounds 
of the formula 

H 
HCON 

.V)VA:?;? 

(SI (SI 

wherein A signifies the group 

25 or 
Formula I above embraces (2Sr3S,$S,7Z;lo-54(S)2 
formamdo.4-mathyI-vaIesyIoxy]-2-hexyl-3.hydroxy-
7,10-heicadeondienoic acid lactone of the. fOrmula 

or 
Formula I above embraces (2S,3S,5S,7Z,I0Z)-5-[(S).2- 3 
forinsniido-4.methyl-valeryloxy]-2-bexyl-3-hydroxy-
7,I04exndccadienoic acid Iactone of the formula 

H 
1135 

HCON 

IS] 40 

($1 IS] 

(Le,, lipy,) and .(2S,3S,5S)-5.{(S)-l4bnnasnido4-

� ) Ia 
H 

HCON 

(SIN 

which is referred to hereinafter, as 1ipstatin and 
(2S,3S.5S)-5-[(S)-2-formamido-4-methyJ.valcrykxy]-2-
hczyl-3-bydroxy-hezadecanoic acid lactonC of the for-
iiuil* 

45 LU 

acid lactone of ft formula 
HCON 

Lb 0 

HCONY /0 0_f 
�  

NO

sj 50 

,’ �’Is)  IS1 

which 13 rtfcrred to hereinafter as tetrahydrulipatatin. 
(SI IS) 55 These compounds are novel and have vahiabic phar-

macological proprtics prt1CUI*r, they tit pan-
(i.e., zeui’droI1piradn). cram lipase and can be used in the contrul or prevention 

These compounds are novel and have valuable phar. of obesity and hyperlipacas& 
mwq4gi, propertica In particular, they inhibit pow The present invention is also concerned with pharma-
crcen lipase and can be used in the control or prevention 60 cettlical compotitions for preventing and tiating obe-
of obesity and byperlipannia. sity or hyperlipsesnia comprising a compcuad of for-

Objas, of the present invention are the conipowida mula I and a pharmaceutically acceptable ouriw mate-
of famuda I above per so and as pharmaceutically an. dii. 
tivc subutaacis the manufacture of these compounds, The invention also concerns methods 1bI preventing 
m&Jcmasesan and industrially-produced foodstuffs cmi- 65 or treating obesity or hyperlipaetnia in an afflicted 
tabdng a compound of formula I, their production as mamsual wherein ccnupouxnl I is *drninisered to the 
well as the we of these compounds In the. control or mammal in an amount which is effeonve in preventing 
prey -oi illnesses. Morepasliculasly, the invention or treating obesity or hyperlipeemia. 
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The invention also is directed to a commercially-pro-
duced foodstuff comprising compound I admixed with 
a material suitable for consumption. 

As used herein, 151 indicates the absolute configura-
tion of compound I in the S-form. More particularly, 
the applicable carbon atoms in formula I having the 
S-configuration are noted with enlarged circles in the 
Following formula: 

Scr’ 

of 
rej 
Cl( 
sic 
tat 
15 
Ti 
cli 
Co 
Su 
tic 
pa 
by 
lal 

at 

U 
UCON 

(SI 

0__1, 

,A\)c,LJW 
tSJ (SI 

herein A is as above. 
The digestion of fats (triglycerides) taken in with the 
ad is effected in the intestine by pancreas lipase. The 
ncreas lipase cleaves the primary ester bonds of tn-
ycerides, whereby free fatty acids and 2-snonoglyce. 

;e0s,bl:
ult as products. These products can then be 
and utilized. By inhibiting the pancreas lipase 

e aforementioned cleavage of the foot fats and there-
’h also the resorption and utilization of these sub-
iices is partialiy prevented; the triglycerides are ex-

in unchanged form. 
1he inhibition of pancreas lipase by the compounds 
formula I can be demonstrated experimentally by 

gstering rritnmetnically the oleic acid liberated in the 
ravage of triolein by pig pancrease lipase. An cmiii-

which contains 1 mM taurodeoxycholate, 9 mM 

J?gltrtl
deoleate, 0.1 mM cholesterol, 1 mM egg lecithin, 

BSA (i.e., bovine serum albwnine). 2 mM 
is-UC1, 100 mM sodium chloride, 1 mM calcium 
lo4ide and the substrate tniolein is treated with the 
moun4 of formula I dissolved in ethanol or dinietbyl 
Lphoxide (10% of the emulsion volume) and the reac-
in i started by the addition of 100 td (175 U) of pig 
nereas lipase. the pH is held at 8 during the reaction 
� th addition of sodium hydroxide. The lC0ls calcu-
ed 4rum the consumption of sodium hydroxide deter-

during 10 minutes. The IC50 is that concentration 
whib the lipase reactivity is inhibited to half of the 
txixnim. Table I hereinafter contains IC0 values de-
inind for the compounds of formula I and data con-
mint the acute toxicity (LD5o after single oral adsuin-
ratioi to mice). 

TABLE I 
IC5tn LD5n 

Lipraitn 0.07 >4= 
Tehydsolipasri (US - 

The ithibition of the resorption of fats taken in with 
the foodI which is brought about by the inhibition of 
pancreas\lipase, can be demonstrated in a doable-labell-
ing expeiiment on mice. For this purpose, there is ad-

excretion of unaltered triglyceride increases greatly and 
the excretion of oleic acid remains largely unchanged. 

’,TABLE II 
Number or Excretion in % of th 

Tt erperiinrntal amount administered 
compound wiuiawh t)aaae Triotein Oleic acid 

Coatmt, 12 - 15 0.3 10.1 – 0.6 
6 � 40 mg/kg’ 5&8:t 13 13.8 t 5.6 

10 TfO npcnulniis were rental out with a preparutlue .ln.t ue,t-tec* about 100 
L-ptiuOn. Tke duwgc specified is the amewn Or lipriatin adnumitecul. 

The compounds of formula I can he manufactured in 
accordance with the invention by the following pt-cue-

15 
duxe 

(a) for the manufacture of the compound of formula 
la, aerobically cultivating a microorganism of the spe-
cies Streptomyces roxytricini which produces this com-
pound in an aqueous culture medium which contains 

20 suitable carbon and nitrogen sources and inorganic salts 
and separating the compound of formula la produced 
from the culture broth, or 

(b) for the manufacture of the compound of formula 
lb, hydrogenating the compound of formula hi. 

25 Streptomycetes strains which produce lipstatin, the 
compound of formula la, can be isolated from soil sam-
ples from various locations. An example is the microor-
ganism isolated from a soil sample found in Mallorca, 
Spain, which was given the laboratory designation 

so Streptomyces sp. 85-13 and which has been identified 
by CBS, Baarn (Netherlands) as Streptomyces toxyin!ciiil 

Preobrazhenskaya & Sveshnikova (see Bergey’s Manual 
of Determinative Bacteriology, 8th Edition, page 811). 
It thereupon received the new designation Streptomy’ 

35 cm toxytricini 85-13. A lyophilized sample of this strain 
was deposited on the 14th June 1983 at the Agricultural 
Research Culture Collection, Peoria, Ill., under the 
designation NRRL 15443. 

A description of the identification of Streptomyces 
40 sp. 85-13 is given hereinafter.-

Media
ereinafter:Media

 

The composition of the media used is described in Ins. 
I. Syst Bacterial 1966, 16, 3; 313-321. 

45 
Nonomura diagram 

Nonoznura used the results of the International Strep-
tomyces, Project (ISP) for the classification of the Strep-

so 
totnycetea speocs Q. Ferment. Technol. 1974, 52, 2). 

Colours 

The names and code numbers of the aerial mycelium 
come front Traener & Backus "System of color wheels 
for streptomycete lasonomy". The colours of the rc-

55 verse of the colonies come from H. Prauser!s selection 
from Bawnana’s "Farbtoukane Atlas 1.". 

Methodology 

60 
This was carried out according to the ISP methods 

(see Int. J. Syst. Bacteniol, 1966, 16, 3; 313-340). 

zniniszerekl to the test animals a test meal, which con- 1. Agar cultures after 16 days at 28’ C. (double 
taina H-tiolein and 14C-oleic acid. and a compound of determination) 
formula I By measuring the radioactivity there is then 
deterinineI the amount of 3F1-tnolein and 14C-oleic acid 65 (a) Oatmeal agar 

(in % of he amount administered) excreted with the 
feces. The results set forth in Table II hereinafter show 
that in coinnarison to untreated control animals the 

Growth: abundant; colonies: thin, spreading; aerial 
mycelium: veludnous, pinkish brown (Light Brown 57); 
reverse of the colonies: yellowish (Pr. Coo-3-m) with 



lk 

6 

IV. Morphology of the sporulating aerial mycelium 
Section: spira-retinagulum apertum. Sympodial 

branched type. Spirals often irregular, with up to 5 coils 

5 often of different diameters. 

V. Utilization of carbon sources No growth or only 
sparing growth on arabinose, sylose, inositol, mannitol, 

fructose, rhamnose. saccharose, raffinose. 

10 VI. Spores 

Oval to cylindrical-oval, sometimes of irregular size, 
smooth-walled. Spore chains with more than 10 spores. 

VII. Nonomura diagram 

15 R(Gy) 100 SRA sm(–) (–) (–) 
All Streptomycetcs strains which produce the lipase 

inhibitor lip;tatin are suitable for the purpose of the 
present invention, especially Streptomyces tosytricini 
85-13, NR.RL 15443, and its subcultures, mutants and 

20 variants. 
The cultivation of these microorganisms for the man-

ufacture of lipstatin can be earned out according to 
various fermentation methods. It can be carried out, for 
example, in shaking flasks or in 101 or 200 1 and 10001 

25 fermentors. A fixed amount of spore material or myce-
lium or a lipstatin-producing strain is introduced into a 
liquid medium which contains suitable carbon and ni-
trogen sources and salts required for the growth and the 
mixture is aerobically incubated at a temperature of 

30 20’-37’ C. for 1-6 days. Suitable carbon sources are, for 
example, dextrin, glucose, starch, ribose and glycerine. 
Suitable nitrogen sources are, for example, yeast ex-
tract, peptone or soya meal. Preferred salts are ammo-

Growth: good; colonies: thin, spreading; aerial myce- 
35 

mum, magnesium and calcium salts. The fermentation is 
hum: powdery velutinous, cinnamon coloured [R-4ie: carried Out at pH 6-8. 
Light Brown (57)-Cork Tan] with broad, paler margin The isolation of the lipstatin is carried out according 

[R. 5gc: Light Reddish Brown (4.2)-Peach Tan]; re- to methods which are known per Sc and which are 

verse of the colonies: yellowish-brown with ochre-yel-
familiar toy person skilled in the art. For example, it 
can be carried out as follows: 

low (Pr. Coo-3-a) margin, slightly greyish towards the After completion of the fermentation the fermenra-
bright (Pr.Oc4-r) centre soluble pigments: pale ochre- tion broth is centrifuged, whereupon 60-90% of the 
brown. activity is found in the cell mass and the remainder is 

(b) Starch-salt agar 

As an oatmeal agar, but with a move greyish brown 
reverse (Pr. Oc-6-c) and with dark brown (Pr. Oc4-r) 
spots and rings at the ends of the cross-hatches. 

(c) Glycerine-asparagine agar 

As on starch-salt agar, but paler light beige (5ec 
Grayish yellowish Pink 32-Dusty Peach); Reverse: 
ochre-yellow [Pr. Coo (Cr)-4-.b], paler in the centre; 
no soluble pigments. 

(ci) Yeast-malt agar 

5 
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broad purple-grey (Pr. Oc-6-x) margin; soluble pig-
merits: doubtful. 

(b) Starch-salt agar 

Growth: good; colonies: thin, spreading; aerial myce-
lium; velutinous, pinkish brown (Light Brown 57) with 
white sectors; reverse of the colonies: dark straw co-
loured [Pr. Coo (Cr) Sa], margin and some other areas 
pinkish (Pr. Oc-5-b) with some dark reddish brown (Pr. 
0-5-S(r)J spots soluble pigments: doubtfui. The dia-
static action is excellent. 

(C) Glycerine-asparagine agar 

Growth: good; colonies: thin. spreading aerial myce-
lium: velutinous, pale pinkish brown (R4ec: Grayish 
Yellowish Pink); reverse of the colonies: orange (Pr. 
Oc-3-m/r); soluble pigments: pale pinkish brown. 

(d) Yeast malt agar 

Growth: good; colonies: thin, spreading; aerial myce-
lium: reddish brown (4ge: Light Grayish Reddish 
Brown 45); reverse of the colonies: yellow (Pr. Coo-4-
5) and dark brown (Pr. Oc-S-r); soluble pigments: very 
pale yellowish brown. 

II. Agar cultures after 62 days at 28° C. (double 
determination) 

(a) Oatmeal agar 

found in the centrifligate. The cell mass can then be 

45 treated with a lowr alcohol such as methanol and etha-
nol and extracted with the same solvent. The centrifu-
gate can be extracted with a suitable organic solvent 
(e.g. with methylene chloride or ethyl acetate). The 
material produced from the extracts contains the de-

50 sired lipstatin and can be enriched and purified by chro-
matographic methods. Suitable methods are, for exam-
ple, multiplicative extraction with the system hexane/-
methanol/water (50:40:9), filtration chromatography 
over silica gel while elating with chiomform. column 

55 chromatography on silica gel while eluting with hex-
ane, ethyl acetate and mixtures thereof, chromatogra-
phy on apolar carrier materials while eluting with polar 
solvents such as methanol (reversed-phase chromatog-

Growth: fair; colonies: almost as on satmeal agar, but raphy) and high pressure liquid chromatography. 
with very thin, pale grey margin; reverse: dark yellow 60 The Examples hereinaffr contain detail information 
(Pr. Coo-4-b), dark brown in submarginal areas; soluble relating to the cultivation of Streptomyces toxytricini 

pigments; doubtful. 85-13 and the isolation of the _,I 

III. Melanold pigments 

Peptone-yeast extract agar: negative after 24 hours, 
positive after 48 hours; tyrosine agar: positive after 24 
hours, positive after 48 hours. 

I etranyaroupssaun, sac compound ci turmum AU, can 
be manufactured by hydrogenating lipstatin.in the pres-

65 ence of a suitable catalyst Examples of catalysts which 
can be used are palladium/carbon, platinum oxide, pal-
ladium and the like. Suitable solvents are, for example, 
lower alcohols such as methanol and ethanol. The hy-
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8 
drogenaion is preferably carried out at low hydrogen 

EXAMPLE)  pressures and at room temperature (about 23’ C.) 
The compounds of formula I can be used as medics- (a) Fermentation: 

ments, for example in the form ofpharinaceutical prepa- A shaking flask containing pre-culture medium 391 is 
rations. Illustratively, the pharmaceutical preparations 5 inoculated with spres of Streptomyces toxytricini 
can be administered orally, for example in the form of 85-13 (or vegetative mycelium thereof) and aerobically 
tablets, coated tablets, dragies, bard and soft gelatine incubated as a shaking culture at 28’ C. for 72 hours. 
capsules, solutions, emulsions or suspensions. If desired, About 2-5 vol.% of this culture is used to inoculate a 
the compounds also can be administered parenterally.fermentor precultare of 101 containing pre-culture me-

For the manufacture of pharmaceutical preparations 
U dium 391. Incubation is carried out at 28’ for 3 days 

the compounds of formula I can be processed with with aeration of I vvm and stirring at 400 rpm. This 10 
pharmaceutically inert, inorganic or organic carriers. I pre-culture Is used to inoculate a 200 1 production 
Examples of carriers winch can be used for tablets, ferruentor containing production medium Ni. Fermen-
coated tablets, dragØes and hard gelatine capsules are 1.5 tation is carried out at 28’ for 124 hours with aeration of 
lactose, maize starch or derivatives thereof, talc, stearic 1.0 vvm and stirring at 150 rpm. Regular analyses show 
acid or its salts and the like. Suitable carriers for soft after 124 hours an extaccUular lipase-inhibiting activity 

gelatinº capsules are, for example, vegetable oils, of 53 lCsnJml. 
waxes, fats, semi-solid and liquid polyols and the like;The pre-culture medium 391 (pH 7.0) has the follow-

depending on the nature of the active ingredient , 
like;.

 composition: 3% maize starch, 4% dextrin, 3% soya 

carriers are, however, generally required in the case of meal, 0.2% ( ZH$)ZSOh 0.6% CaCO3 and 0.89o’  soya oil. 

soft gelatine capsules. Suitable carriers for the snanufac- The pH was adjusted to 7. The production medium N 7 

tare of solutions and syrups are, for example, water (pH 7.0) has the following composition 1% potato 

polyols, sacchas-cse, invert sugar, glucose and the like. 
starch, 0.5% glucose, 1% ribose, 0.5% glycerine, 0.2% 

Moreover, the pharmaceutical preparations can co- 25 
peptone, 2% soya meal and 0.2% (NH4)2SO4. 

tain preserving agents, solubilizers, stabilizing agents, (b) Working-up: 
wetting agents, emulsifying agents, sweetening agents. The fermentation broth is centrifuged by means of a 

SI colouring agents, flavouring agents, salts for varying tube centrifuge, whereby there are obtained 175 1 of 
the osmotic pressure, buffers, coating agents or antioxi- 30 culture filtrate and 12 kg or mycelium. The inycelium is 
dants. They can also contain still other therapeutically discarded. The culture filtrate is heated to 80’ for 10 
valuable substances. minutes, cooled, again centrifuged and concentrafesi to 

As mentioned earlier, medicaments containing a corn- 501 at 31)’ in vacua. This concentrate is extracted with 
pound of formula I are also an object of the present 501 of hexane using a continuously operating extractor, 
invention as is a process for the manufacture of these 35  the emulsion obtained is mixed with 50 1 of hex-
medicaments, which process comprises bringing a corn- ane/ethyl acetate (1:1) and the organic phase is sepa-
pound of formula I and, if desired, one or more other rated. This is dried ovr sodium sulphate and evaporated, 
therapeutically valuable substances into a galenical ad- there being obtained 199 g of crude extract I. The aque-
ministration form. As mentioned earlier, the compounds ous phase is diluted with water to 100 1 and extracted 
of formula I can be used in the control or prevention of with 100 1 of ethyl acetate. After evaporation of the 
illnesses and especially in the control or prevention of ethyl acetate solution, there are obtained 49 g of crude 
obesity and hyperlipaemia. The dosage can Vary within extract U. The aqueous phase is subsequently extracted 
wide limits and is, of course, fitted to the individual once more with 100 1 of ethyl acetate, whereby 78 g of 

requirements in each particular case. In general, in the crude extract III are obtained after evaporation. 
case of oral administration a daily dosage of about 0.1 4 (c) Purification: 
mg to 100 mg/kg body weight of compound I is appro-
priate. The crude extracts U and UI are filtered in three 

Preferably, the pharmaceutical compositions of for- portions over in each case 1 kg of silica gel 60 

mula I in unit dosage form contain about 5% to 95% by (0.040-.0M63 mm particle size), whereby the elution is 

weight of compound I to the total composition. A range carried out with chloroform (column: 
lox 

100 cm). 18.3 

of 10% to 50% is preferred. g of enriched material are obtained in this manner. 178 

SI The compounds of formula I can also be added to g of this substance are again filtered over 1kg of silica 

industrially-produced foodstuffs, especially to fats, oils, 
gel while eluting with chloroform. 5.29 g of active
material are thus obtained. 802 sag of this substance are butter, margarine,, chocolate and other confectionery 

55 purified by reversed-phase chromatography on a 
goods. Such Industrially-produced foadatuffi and their 

com-
mercially obtainable Lobar column (Lichoprep RP-8, 

production are also objects of the present invention, size C) while during with methanol. There arc obtained 
The following Examples illustrate the present levee- 158 mg of (2S.3S.5S,77.IOZ)-5..[(S)-2-formamido4-

than in more detail, but are not intended to limit its mnethyl-valcrylozy]-2-bcxyl-3-bydroxy.7,10-hcx-
extent- All temperatures arc given in degrees Celsius 60 adecadienoic acid lactone (lipstatin) which is a yellow-
(’C.). Room temperature is about 23° C. Unless other- isis oil at room temperature. It is waxy-crystalline at low 
wise indicated, precentages and ratios relating to sal- temperatures. 
vents and expressed in volume, and the remaining per- Microanalysis (dried for 20 hours in a high vacuum at 
centagea arc expressed in weight. Unless indicated oth- 50’): 
erwise. all Examples were carried out as written. A 65 Calculated for C2aH49N10s (491.713) C 70.84, H 
Lobar column Lichoprep RP-8, size C, is a lowpressure 10.04, N 2.85. Found C 70.85, H 9.97, N 2.59. 
reverse phase column, commercially available from Optical rotation: [aJ°= �19.0 (c= I in chloro-

Merck Co. farm). 
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Mass spectrum (chemical ionization with NH] as the rug of lipatatin which is pure according to thin-layer 

reagent gas): Peaks at, inter aim, m/z 50.9 (M-1-NJ{4+) chromatography. 
and 492 (M+Fl). 

JR spectrum (film): Bands at, inter ails, 3318, 3012, 
2928, 2558, 2745, 1823, 1140, 1673, 1521, 1382, 1370, 
1250, 1191 cm -1. 

The absolute configuration could be established by 
chemically degrading the lipatatin and comparing the 
fractions obtained with known substances. 

EXAMPLE 2 

(a) Fermentation 

A 200 1 fernientor containing production medium N 
16 is muculated with a pre-culturt of Streptomyces 
toxytrieini 85-13 (shaking flasks and then 101 fermenta-
tion) prepared in accordance with Example 1. The pro-
duction medium N 16 corresponds to production me-
dium Ni used in Example 1, bat also contains 0.1% pig 
lard. The fermentation is carried out as described in 
Example I for 120 hours. After 120 hours, the intracel-
lular lipase-inhibiting activity amounts to 71 ICs/m1 of 
fermentation broth and the extraceltular lipase-inhibit-
ing activity amounts to 4 1C59/nil of fermentation broth. 

(b) Working-up 

After completion of the fermentation, the fermenta-
tion broth is heated to SlY’ for 10 minutes, subsequently 
cooled and the cell mass is separated using a tube centri-
fuge. By two-fold centrifugation there are obtained 11.4 
kg of mycelium; the culture filtrate is discarded. The 
mycelium is triturated in 701 of methanol for 30 min-
utes, whereupon the suspension obtained is suction fil-
tered. The filter cake is again triturated with 501 of 
methanol and suction filtered. The combined methano-
lie extracts are concentrated to 1.8 L This concentrate’s 
extracted three limes with 21 of butyl acetate each time. 
160, g of crude extract are obtained from the combined 
organic phases alter evaporation. 

(c) Purification 

This crude extract is purified by multiplicative ca-
traction with the system hexane/methanol/water 
(5:40:9). The active substance is firstly transferred from 
the lower phase Op) into the upper phase (up). 160 g of 
crude extract are dissolved in 4 1 of Ip and stirred in a 
stirring vessel with 4! of up. After separating the up, the 
ip is extracted a second time with 4 1 of fresh up. A. 
stable emulsion forms and to this there are added 41 of 
Ip and 41 of up, whereupon a good phase separation is 
achieved. After separating the up, the ip is extracted 
twice more with 9  of fresh up. The combined up give 
90.3 g of extract after evaporation. The extraction Ip is 
discarded. The active substance is now transferred from 
the. up into the Ip. 90.3 g of the above extract are dis-
solved in 4 1 of up and extracted with 4 1 of Ip. After 
phase separation, the up is extracted a further three 
times with fresh Ip. The up is subsequently discarded. 
The combined Ip are ccncebtrated to 0.7 1 of aqueous 
phase and this is extracted eight times with a total of 02 
1 of ethyl acetate. 25.8 g of product are obtained after 
evaporation. The extracted aqueous phase is discarded. 
The further purification  of this material is carried out by 
filtration over 1 kg of silica gel 60 (0.040-0.063 mat 
particle size column lOX 100 cm) while eluting with 
chloroform. There are obtained 649 mg of product 
which is chromatographed on a Lobar column (Licho-
prep RP-S, size C) while eluting with methanol (rev-
ersed-phase chromatography). There are obtained 204 

EXAMPLE 3 

5 138 mg or Iipstatin are dissolved in 10 ml of ethanol 
and the solutioa is treated with 60 mg of 5 percent 
palladium/carbon and stirred at room temperature for 3 
hours in a hydrogen atmosphere (balloon). Thc catalyst 
is subsequently centrifuged off. The hydrogenation 

10 product is chromatographed over a short silica gel col-
umn (lx 5 cm) with chloroform. There are obtained 
112 mg of (2S,3S,SS)-54(S).2-fonvamido-4..methyl-
valeryloxyj-2-hexyl-3-hydroxyhexadecanoic acid lac-
tone (tetrahydrolipstatin) as a waxy, slightly yellow 

13 solid. 
Optical rotation: [a]2°= -32.0’ (c= I in chloro-

form). 
Mass spectrum (chemical ionization with NH3 is the 

reagent gas)- Peaks at, inter ails, in/a 513 (Ml-NHs+); 
20 496 (M+H) and 452 (M4-H+�CO2). 

ZR spectrum (film): Bands at, inter aIls, 3332, 2956, 
2921, 2853, 1838, 1731, 1709, 1680, 1665, 1524, 1363, 
1249 and 1200 cm- 1. 

’H-NMR. spectrum (270 MHz. CDCI3): 0.89 (6H); 
25 0.97 (6H); 1.15-1.5 (2114); 1.5-1.85 (6H); 1.9-225 (2H); 

3.24 (IM; 4.32 (LR) 4.68 (IM); 5.03 (110; 6.43 (IH); 
8.07 and 8.21 (IR) ppm. 

EXAMPLE 4 
30 (a) Fermentation 

A 2 1 shaking culture flask, containing pre-culture 
medium 391 is inoculated with spores of an agar slant 
culture of Streptowyces toxytricini 85-13 and aerobi-

35 cally incubated at 28’ C. for 72 hours. Thereafter, the 2 
1 preculture is transferred into a 501 fersnentor contain-
ing production medium N 16 and incubated at 28° C.  for 
77 hours with 0.5 vvm aeration- This 501 pre-culture is 
used to inoculate a 10001 fermeentor containing medium 

p N 16. This production fermentation is carried out at:lS" 
C. and 0.5 wm aeration for 91 hours, whereby a lipsta-
tin titre of 73 1Cm/mi iniracdllularly and 16 1Cm/mi 
extraceltularly is. achieved. The entire fermentation 
broth is cooled to 2° C. and centrifuged, whereby there 

45 are obtained 41 kg of moist biomass which are frozen at 
-20° C. 

(b) Working-up 

37 kg of mycelium are melted at 4’ C. and homage-
o nized with about 40 1 of water in a mixer. The thinly, 

Liquid suspension obtained is treated with 1401 of meth-
anol and stirred for 20 minutes. The mixture is subse-
quently suction filtered over a cloth fllter,wbereupon 
the filter cake is extracted further with 1401 of media-. 

55 noL The methanol extracts are concentrated at 30° C. to 
about 221. The concentrate obtained is diluted with ater 
to 501 and extracted three times in a stirring vessel,witb 
501 of bcxanefethyl acetate (1:1) each time. In the sec-
ond and third extractions there are- obtained emulsions 

60 which can be broken by the addition of about 14 kg and 
0.5 kg of sodium chloride, respectively. The combined 
organic extracts are concentrated, dried over sodium 
sulphate and evaporated to an oily residue. 428 g of 
crude extract are obtained. 

65 
(c) Purification 

This crude extract is filtered in four portions over in 
each case 1 kg of silica gel 60 (0.040-0.063 mm particle 
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� Si c), whereby the eludon is carried out with chloro-
fi in (cohuzin: 

lox 100 cm). There are obtained 70 g of 
er riched preparation which is filtered in two portions H H 
0 crineacbcelkgOfsilicagd6flwhiieeh1tingwith 
Ix ’ane/ethyl acutate (gradient from 9:1 to 4:1). There 
ar i obtained 4.2 g of active material which is purified in 
fo Lir portions by reversed-phase chromatography on a or �(CHi)s�

L bat column (Lichoprep RP-X, size C) while elating mid composition bcrug present in a amount suflIczcnt 

with methanol. 1.71 g of Iipstadn are obmined 
to 

to supply about 0.1 to about 100 tug of compound 
I per kilogram of body weight of the ps1leit per 

EXAMPLE A day,. 

Manufacture of soft gclati.ue capsuins of the following (b) 5% to 95% of a phaizzzaceuticnUy acceptabli inert 
ci mpositsov: carrier material, said composition being formilated 

IS in a unit dosage form. 
- 

imsat per cWftk 
S. The composition of claim 4 wherein edd.coizpoai-

-. LIpIeItiI 30 Mg 
tin is formulated in in oral unit dosage form.. 

� - NbOREE M4 450 At 6.7u composition of claim S wherein said cn1 unit 
20 dosage form is a tablet, dragee, capsule, solution, cmiii-

Die solution of the active suboance in NEONEE Sin or suspension. � 

M-5 is lifted into soft ad-tin e capsules of suitaWe aim 7. The composition of claim 4 wherein cosnpouód I is 

N  SOBM 14-5 Is a mixture of triglycerides commonly 
used for pharmaceutical preparations. 25 vaoxy]-2-heryl.3-hydroxy-7,10.bemdecadievtic 
we claim: 1,3 acid lactone. 

A. compound of the formula L The composition of claim 4 wherein ccmpouid I is 

M 

at 

to 

A it, the group 

(2S,3S,.5-((S).2-formldometbyl-valcrylonyJ-2- 
hexyl3hydroxy-b ib.iunolc 1.3 acid lactone. 

3° 9. A method of treating obesity in an afflicted 0mm-
seal comprising administering to the mammal a com-
pound of the formula 

35 
Vp 

H 

,lsl 

0 

40 

IS] (5] 

43 wherein A is the group 

The compound. of CWM 1 (2S,3S,5S77,102,)-5-
1.formamido.4’*ethyl-valciyloxy]-2-bazyl-3- 0 
oxy7,1O.helee..tienoin 1,3 acid lactone. 
The compound of claim 1, (2S,3S4S)-5-((S)-2-for- 

so 

1,3 a*i icto.m. -. or -(CHs.�
A. ph ’af fm admuAm=on in an amount Which Is effective in weating Obe3iL3 

patient cEnwishig 10. The method of claim 9 wherein compound I is 

) about 5% to about 95% of a compound of formula (2S,3S,510Z)-S-L(S).24onnamido-4-methyl-
vy1oxyJ-2-hery1-3hydroxy-7,lO.bexadecadlcncic 

13 acid lactoum 

I ILL The method of claim 9 wherein compound lis. 

XCONo (23,3S,5S.54(S.24ormauiido.4-mcthy1-valery1oxy)-2. 
b#3-hythoxylecan* .1,3 acid lactone.. 

0

 11. The method. ofclaim9 wherein coctpov$ I is 1 idmhthrued In a daily dose of about 0.1 mgtO 100 A A mg/hg body weight of the nnI �’ (SI � 13. A method of treating hyperllpaemia in an aMcted m2n",iat criipajag aduumteimg to the ’’ a wherein A is the group compound of the formula 
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17. A. method of preventing obesity in a nsimma1 
comprising administering to the mammal t cnpound 

� of the formula 

.5 
M 

FICON 

.0 

10 00 1’ 

is 

 (5] (SJ 

wherein Ais the group 

f 1’ ii H 

30 in an
 amountwhich is eeave

 in
 treating byperlipa- or  

in an amount which is effective in preventing esity by 
14. flg n%ethod of claim 13 wherein compound I is inhibiting perease lipine. 

(2S,.3S,5Z10Z)5[(S)-2tormamido-4-methyl 18. The.mctbod of claim 17 wherein compiutd� I is 

vazyJ.24iy1-3-hydrozy-7, 10-hezadecadienocc 

1,3 acid lactone. 
15. The methOd of claim 13 wherein compound I is 19.. The method of claim 17 wherein cocnpoad I is 

(2S3S,S44oamdo4-meth4-valery1oxyJ-2- (2S3S5S)-5-4orido-4-inethyl-v.1er’1oxy-2-

bexyl-3.bphexadecancic 1,3 acid lactone. 30 hexy1-3-bydroxyhtrt4ecanoic 1,3 acid iactoec 
20. The mod of cleim 17 whereincomsnd I is 16. The siethod of claim 13 wherein compound Iadminktared  in �a daily dose of about 0.1 ng.Io 100 

sdxnunstcrcd in a daily dose of about 0.1 mg to 100 mg/kg body weight of the manrnm1 
mg/kg body weight of the mninil * * 0* S 

33 

4 
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