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Seæora Jefe, 

DIVISION DE NUEVAS CREACIONES 

Superintendencia de Industria y Comercio 

E. S. D. 

((J 

Derecho de la Competenca, PrOpiedd( I 
Industrial y Comercio Exterior 

/ 

Ref erenca Expediente N° 07 037.959 

Astinto Oposidón a  la solicitud de patente de Jnvcnción ttulada 

"COMPR1MID() BECAPA QUE COM PRENDE 

IN TELMISARTAN Y AMLODIPINO" 

Solicitante BOEUR[NGER 1INGELFIEIM INTERNATIONAL GMBH. 

Opositora : GYNOPFIARM S.A. 

Publicada en la Gaceta de la Propiedad Industrial 

N° 594 del 31 de julio de 200l’ 

Yo, EL.IANA ISA (IRA MC)RENO BOFJORQLJE abogada en ejerc.icio, iJentifictd 

como apareec al pie de su (Irma, con tarjeta pr(csionaI No. 8.362 det . onScjO 

S 
Superior de ha Judicatura, en mi condiciOn de apoderada de Ia sociedad 

GYNOPHARZi’f S!A. conformada bajo }as leyes de la RepThlica de Colombia y 

domiciliada en la ciudad de Barranquilla, Colombia, atentamente manifiesto quc 

estando dentro del tØrmino de Icy y por orden expresa de mi representada, presento 

oposiciOn a la concesiOri del registro de la Patentc de Invcnción titulada 

"COMPRIMIDO BJCAPA QUE COMPRENDE TELMISARTAN 

AMLODIPINO " cuyo titular es BOEHRINGER INGELHEIM INTERNATIONAL 

GMBH, y pido a Usted declarar fundada esta oposición y en consecuencia negar ci 

registro de hi patente solicitada. 
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Derecho de la Comijetencia, Propiedad 
Industrial y Comercio Exterior 

1. INTERES PARA ACTI 7AR7 

Conforme a to dispuesto en el articulo 42 de la DecisiOn 486 de 2000 de la 

CAN, estando dentro del tØrmino estipulado por la Icy, manifiesto ci legitimo interØs 

de nuestra represeritada para oponerse at registro de la patente de la referencia, 

atendiendo a ciue la solicitud pretendid o cumpic Con los requisitos dispue, en Ia 

ley comb se analizarÆ mis adelante y de ser coricedida afectaria directamente to 

comercialización de at  productos,9vmni representada, quc contienen, en 

particular TELMISARTAN y AMLODIPINO. Por to tanto, solicito respetuosamente a 

ese Despacho se sirva tenet en cuenta la presente oposiciÆn dentro del trmitc 

a.lmi n;strativo clue se sitrte en esta Superintendcncia. 

2. FUNDAMENTOS DE HECHOS 

2.1. La solicitud objeto de la presente fue presentada el 17 de abril de 2007, 

. reivindicando prioridad hajo hi solicitud EP20040026234 del 200441-051 y fuc 

publicada en Colombia, cmi la Oaceta de la Propiedad Industrial N° 594 del 31 de 

julio de 2008, cuya publicación internacional corresponde a La W02006048208 

dcl 2006-05-11. 

2.2.L.a solicitud colombiana 07 037.959 objeto dc Ia presente oposiciOn, se reficre a 

on comprirn ido hicapa quo comprende una primera calm forintiliida para Ia 

liheración inmediata del antagonista del receptor de angiorcnsina II telmisarthn 

desde una inatriz de disoluciOn de comprimido y una segunda capa formulada para 

la liheraciOn inmediata del hioqueante dc la cadena del caicio amlodipino desde 
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inia rnarrlz uc uesn1lcg1aL 

U CItE-lu! UC CL 1}J uuiut;  

telmisartan en una inatriz dc disoiución de comprimido y una segunda capa de 

amlodipino en una matriz de desintegraciOn o erosiOn de comprimido; en ci que ci 

telmisartn estÆ en una forma sustancialmente amorfa; en ci que la matriz de 

disoluciOn de comprimido tiene caracterIsticas de liheraciOn inmediata; en ci clue la 

matriz dc disoluciOn de comprimido comprende un agente bilsico, un diluyente 

soluble en agua y, opc.ionalmente, otros excipient.es y adyuvantcs; en ci que ci 

agente bÆsico se selecciona entrc hidróxidos de metal alcalino, aminocidos hsicos 

y meglumina; en ci que ci diiuyentc soluble en agua se selecciona entrc 

icridos [ales lcosa, oligo c6ridos tales coiiio 5kC i5 \ Iatt 

alcolioles de azucar tales come sorhitol, manitol y xilit; en ci que ios 

excipientes y adyuvantes se seleccionan entre aglutinantes, vehIcuios, cargas, 

lubricantes, agentes de control de [a fluidez, agentes para retrasar la cristalizaciOn, 

soiubilizantes, agentes colorantes, agentes de control del pH, tensicactivos y 

emuisionantes; y, en ci que la composicion dc relmisartÆn de la prirnera capa del 

comprimido se produce secatido por puiverizaclOn una solucion acuosa ciuc 

comprende telmisartÆn y un agente bÆsico para obtener tin granulado secado per 

pulverizaciOn, rnczdando dicho granulado sccado per pulverización con tin 

. diluycnte soluble en agua para obtener una prcmezcla y mezclando dicha prcmczcla 

con en lubricante p-arii ohtcner una ruezeta final 

23, En primera instancia, se deL advemur ql.it las rci Indleaciunes 14 y 15 se reficren al 

mØtodo de tratamicnto y no solo a la composicion farmacolOgica o a un mØtodo dc 

fahricaciOn mediante la cual se obtenga un producto tangible y scgOn la legislaciOn, 

decisiOn 486 dc la Comunidad Andina de Naciones, Articulo 14.- "Los Palses 

Miembros otorgarÆn patentes para Las invenciones, scan de producto a de procedirniento 

los usos no estÆn conternplados como patentahies; y, ArtIculo 20.- "No serdn 

patentahles ( ... ) (i) Los inØtodos terapØuticos a quinrgico.s para ci tratalniento humario a 

Carrera 13 No 119-95, Of. 104 TeL (571) 2 1.3121.3-6205021 Fax (571)6 1719 79 
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Comercio Extewior CT) 
animal, asi como Los rn.Øtodos de diagnOstico aplicados a los seres lwmanos o a animates". 

Solo serÆn patentables los productos o proccdirnentos. Por to tanto a luz de la 

norma, dicha materia refcrente it uso y a Un metodo de tratamiento no seria 

patentable. 

2.4,Ahora bicfl, con base en ci articulo 14 de la DecisiOn 486 de la CAN consagra to 

siguiente: "Los Paises miernbros otorgarÆn latcntes porn Las mveflCiofles, SCOfl producto o 

j)Tii!ttc7UO, Cfl tOLLOS Los CfliL/)Us dc La tcCi.Ooi oI.J)a jLC .san )flkCj W5, vflLfl r 

inventivo y scan susceptibles de aplicación industrial". Asi las cosas, las invcnciones 

objeto de patente deben 5cr nuevas y tcner nivel inventivo. Bien, pues antes de la 

fccha de prioridad de csta solicitud se encuentran los siguientes documentos que 

afecta la patentabilidad de la presente solicitud: 

Dl: W003059327 publicada el 24 de julio de 2003. 

2.5.Ahora hien, ci documento DI, particularmente en la descripciOn revela una pastilla 

fari’nacØutica bicapa que cornprcndc uiia prin-iera capa formulada para Iiheracióii 

in mediata do on receptor antagonita d0 angioto risina 11 do telmisarra i en farina 

amorfa,y una segunda capa formulada para la lihcraciOn inmediata dc on diurØtico 

. tal corno hidroclorotiazida HCTZ. Dicha anterioridad Dl tambiØn revela ci 

mØtodo para producir dicha pastilla bicapa. Particularmente en las pÆginas 2, linen 

6 a pagina 3 linen 27, pÆgina 6 lInea 5 a 23, pÆgina 9 linen 1 a 23, y ejeinplos 3 y 4, 

asi como reivindicaciones 1 a 19, define quo primera capa de dicha pastilla 

contienc telmisartan en la forma considerabicmcntc amorfa dispersada en una 

matriz que se disuelve inmediatarnente, donde dicha matriz pucde tenet 

propiedades acidas, ncutras o hÆsicas y In matriz que se disuclvc comprende on 

agente basico, on clilUycntc’ soluble CO agna y, ()1’CiOflll1TlCfltC excipientes y 

adyovatites. Scgün dicha anterioridad DI, los CiCITIPIOS espccIfico de agenres 
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convenientes hÆsicos son aiquil hidrOxidos metÆlicos tales come NaOH y KOH; 

aminoÆcidos bÆsicos come arginina y lisina; meglumina (Nmetil-D-glucamina), y 

NaO}i y meghimiria. En los ejemplos se ilustran varias alternativas de dicha forrna 

farmac’utica. Los ejemplos especificos de diluyentes convenentes solubles en agi.ia 

Sofl hidratos de carhono corno monosacaridos tat come la glucosa; oligosacaridos 

tal come sacarosa, anhidro lactosa y lactosa monohidrato; alcohoics de azücar tales 

como sorbitol, manitol, dulcitol, ribitol y xilitoL Otros excipientes y/o adyovantes, 

per ejemplo, son seleccionados entre aglu till antes, vchiculos, cargas, lubricantes, 

agentes dc control de Ia flttidcz, agentes pani retrasar Ia crisnilizacVin, soIul.iIizantcs, 

agcntes colorantes, agentes de control dcl pl I, rcnsioacrivos y e. nit  Per lo 

ranto ademÆs que la prcsente solicitud colTlprefldC Un metodo terapØutico no 

patentable a luz de la norma colombiana, tambiØn revela una forma farmacŁutica 

que no es novedosa COITIO to indica esta solicitud anterior 1),I de 2003 que revela 

con anterioridad tal forma hicapa. Asi las cosas, como to evidcricia dicho 

docurnento Dl, la presente solicinid no es novedosa pues to revelado ya 5�: 

encontraba en el estado tie la tecnica. 

2.6.Por to tanto, este documento objeto de oposiciOn a la luz del docurriento 1)1 carece 

evidentemente de NOVEDA.D. 

� 2.7.En consecuencia y de ac.uerdo a lo desc.rito anteriormente, Sc deriva &iie la solicitud 

colomhtana 07 0.37.959 no puede pretender on monopolie per patentt’ toda ve 

qi.ie lo que pretende no cumple con dos de los tres requisites necesarios para SI 

proteccidn. 

2.8.Que per consiguiente, respecto a la solicitud pretendida se tiene clue: 

2.8.1. CARECE DENO\7EDAD: Segun la decisiOn 486 de la Comunidad Andina de 

Nacioric.s, Artic.ulo 16.- "Una invenCiOrL se considerard nueva cw.indo no estd 

Carrera 13 N 119-95, Of. 104 Tn. (57 1) 2 13 12 13 6205021 - Fax. (57 1) 6 12 0) 79 
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corn prenthda en ci estado de La tØcnica. EL cstado de Ia tØcnica cornprenderª  todo to que 

haya sido accesibie al pübiico poT una descripción escrita it oral, utilizaciOn, 

corriercializacion a cuaiquter otro media ante.s dc la fecha de presentacion de la solLcitud 

dc patTi.tc a, en sn caso, dc L, jrtoncLatl ionocLdci. ". A Li fecha LId’ prioridadi, 5 LIL 

noviembre de 2004 ya era conocido, pues como se dernostro, era parte del arte 

anterior con base en ci documento Dl, un comprimido hicapa que comprende 

irna primera capa forinulada para la liberacióri inmcdiata del antagonista del 

receptor dc angiotensina II telmisartÆn desde una rnatriz do disoluciOn de 

0 comprimido y una segunda capa formulada pam la liberaciÆn inrnediata un 

segundo activo, sobre ci cual busca proteccion en ci capitulo reivindicatorio. 

2.8.2. CARENCIA DE APLICACION INDUSTRIAL La Decision 486 (Ic la CAN 

consagra en su articulo 14 to siguienre: "Los palses miemhros otorgardn patente.s 

Para Las Lnivnciones, scan Lc producto a frrocccLunumtv, cr wdos Los campus de La 

tecnologIa, siernpre que sean nuevas, tengan niveL inuentivo y scan susceptibies de 

apiicacion industrial". La preserite solicitud carece de aplicaciOn Industrial ya que 

como se deinostrO anteriorrncnte, algunas cliusulas reclaman ci mØtodo 

terapØutico y estos no son aplicahics industrialmente porque primero no se 

. obtiene un producto o proceso; y segundo no es reproducible o rcpctible a 

escala industrial. Por to tanto, ci objeto de in presente invenciOn refcrido a los 

usos y rnØtodos tcrapeuticos, no cumplen con ci requisito de la aplicaciOn 

industrial. 

2.9. 1 )ado to anterior, es posihic deducir quc la solicitdldl a n’ivii icado no as 

objeto de patentabilidad pues es contrario a lo que dicta in L)ccisiOn 486 do Ia 

Cornunidad Andina de Naciones, Articulo 14.- "Los PaIses Miernhros otoTgaran 

patentes pam Las invertciones, sean de producto a de procedtrniento, en todos Los cam pos de La 

Catrera 13 N" 119-95, Of. 104 TeL (571)2 13 12 13 -6205021 - Fax. (571)6 12 19 79 
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tecnotogIa, siempre que sean nucva.s, tengart nivel inventivo y scan susceptibles dc aiilicaciOn 

industrial,". La soliciwd pretendida no cumpic dos de los tres requisitos de 

patentabilidad. 

2.10. Por todo to anterior, atentarnente solicito a usted que se sirva declarar fundada 

Li ji’esentc OpOSICIOD v iiar ci rcgistT P.tcntc dc ir:\Lcic)n lmminida 

"COMPR1M1DO BICAPA QtJl COMPftENl)l TLLMISARTAN Y 

AMLO.DIPINO ’ cuyo titular es BOEHRINGER 1NGE.LHEIM 

INTERNATIONAL GMBH, solicitud Colombiana que aparcciO pubticada en la 

Gaceta de la Propiedad Industrial N° 594 del 31 de julio de 2008 

3. PRUEBAS 

Dc conformidad con to dispuesto por bs normas vigentes, solicito a usred tener 

c.omo pruebi en cste asunto los siguiente.s:  �

Dl- W0030.59327 pubticada ci 24 de julio de 200. 

9 4. FUNDAMENTO DE DERECHO 

Fundamento esta observación en las normas legaics siguientes: 

4.). Numeral 1 del articulo 586 del Código de Lomercio. 

4+2 Arricuto 42 ide Ia DecisiOn 486 ide la (.omisi6n del Acuerdo Lie Carragciia. 

Carrera 13 No 119-95, Of, 104 Tel, (571)2 1312 13 -620 5021 - Fax. (571)6 1219 79 
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4.3. En las demÆs normas coricordantes. 

Derecho de Li Coll petencia PrieidIi 

Industrial y Comercl() Exterior 

Para los efectos correspondientes anexo al presente escrito los siguientes docurnentos: 

1. Poder para actuar en ci presente. 

2. Docurnento clue acredita al representante legal de GYNOPHARM S.A. 

3. Rccibo de caja del respectivo pago dc tasa. 

4. Copias de los dociimentos: 

DI: W0030.59327 publicada ci 24 de julio de 2003. 

Carrera 13N° 119-95, Of. 104Tet(571) 2 1312 13-6205021 - Fax. (571)612 19 79 
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6. NOTIF1CACIONES 

Para cfectos de notificaciones que pOT disposicion dcl artidulo 50 t.kI I )ccrcro 

01 de 1984 debe hacer su Despacho, informo que mi rcpresentada y la sucrita 

recibiremos notificaciones en la Secretarla de su Despacho o en miS oficirias situadas 

en la Carrera 13 No 119-95, Of, 104 de esta ciudad de Bogoth. 

Sefior Superintendente, 

SAtc�Q.  

ELTANA LSAU1A MORENO BOHORQUEZ 

C.C. 51’975.664 de Bogota 

T.P.A. 83823 del C.S. de la J. 

Carrera 13N° 119-95, Of. 104 Tcl. (571)2 131213-6205021 - Fax. (571)612 19 79 
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PODER ESPECIAL 

Yo, LUIS PA1OS AG mayor de edad y VeCfl() de la ciudad de Bpnquilla 
(Colombia), identificado como aparece al pie dc mi firma, quien en ci Pre sent&It ocumento 
actüa en calidad de Representante Legal de la sc)cicdadl GYNOPHARM S.A. sodad 
legalmente constituida y domiciliada en la ciudad de Barranquilla (Colombia), pot el 
presente documenro otorgo a la cloctora ELIANA ISAURA MORENO BOHORQUEZ, 

en ejerciclO, idenrificada como aparece at pie de sufin a, con tarjeta profesional 
No. 83823 del C.S. de la J., poder especial, amplio y suficie , para forniular OpOsiCiOneS 
U ohservaciones a Ia s1jtud dc patente No, 07 037.959, tiu.ilada "COMPRIMIDO 
BICAPA QUE COMPRENDE /TELMISARTAN Y AMLODIPINO", cuyo titular 
es BOEHRINGER INGELHEW INTERNATIONAL GMBH, publicada en la gaceta 
No, 594 del .31 de Julio de 2008 

Nuestro apoderado queda facuitado, de manera expresa, para realizar todo tipo de actos 
necesanos para llevar a ca o el tramite de la oposicion, Inc uyenc 0, Sin limitacion, 
preparar y presentar solicitudes, hacer declaraciones, pagar tasas, contribuciones e 
impuestos, recahar los titulos o certificados. Asimismo quedan autorizados para impugnar 
administrativa y judicialmente todo to que fuere resuelto en ci expediente a que Sc hace 
expresa referencia en el presente poder, con todas las facuitacles generates y especificas 
que fuera requerido para ella. 

Dc la misma manera, adernis dc las facultades que Ic confiere Ia naturaleza del presente 
mandato, se cncuenrran facultados para recihir, desistir, transigir, sustituir, y reasumir ci 
presente poder,icoar acciones, interponer recursos y clemis facultadcs confcridas Po la 
Icy. II 

Dado y tilmado Wn Barranquilla (Colombia) a los [ dias del mes de 10 de 2008. 

CØdula de jerla No. 319788. 
NIT: 802. 2 

Ace pto: 

-kc 
ELIANA ISAURA MORENO BOHORQUEZ 
C.C. 51’975.664 de Bogota 
T.P.A. 83823 del C.S. de la J. 





Ti :!’flflfl 



1111111 11111 LIII LIII 1I P I II II lI 
*01* 

y. 

CERII}’IEADO NACIONAL 

CAMARA GE COME.RCIO GE BARRNQUILLA 

CAMARA 
LWCOMLRClODE BOGOTA Fecha : 20081014 Hora Certificado 15:57:26 

Operacion : 02CP21014048 PAGINA No. 1 

CERTIFICADO GE EXISTENCTA Y REPRESENTACION LEGAL 0 DE INSCRIPCXON GE 

DOCUMENTOS. 

EL SUSCRITO SECRETARIO GE LA CAMARA GE COMERCIO DE BARRANQUILLA, CON 

FTJNDAJ’4ENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL: 

CERTIFICA 

Quo por Escritura P?blica No. 3,551 del 17 do Dic/bre de 1997, 

� otorgada en la Notaria 3a. de ,àrranquiJ1a, inscrito(as) en esta 
C?rnara de Comercio, ci 18 de Diy’/bre de 1997 bajo el No. 72,965 del 
libro respectivo, fue constituida/la sociedad------- -- ------------------ 

anonima denominada GYNOPHARM S.A. 

C E R T IF I CA 

Que dicha sociedad ha sido reformada por las siguientes escrituras 
y/o documentos privados: 

Nurnero aaaa/mm/dd Notaria No. Irisc o Reg aaaa/mni/dd 
532 1999/03/25 Notaria 3a. de Barranquilla 80,373 1999/04/13 

C E R T I F I C A 

Que de acuerdo con la(s) escritura(s) arriba citada(s), la sociedad 

se rige por las siguientes disposiciones: 

DENOMINACION 0 RAZON SOCIAL: 

GYNOPHARMS.A. -------------------------------------------------------. 

DOMICILIO PRINCIPAL: Barranquilla. 

NIT No: 802.006.279-4. 

. MATRICULA MERCANTIL: 245,470. 

C E R T I F I C A 

Diroccion para notificaciones judiciales: 

CR 49 C No 80 -. 125 OF 512. 

Dc la ciudad de Barranquilla. 

Corroo electr?nico: 

C B R T I F I C A 

DURACION: El t?rmino de duraci?n de la sociedad se fij? hasta ci 

16 de Dic/bre de 2047. 

CERTIFICA 

OBJETO SOCIAL: a) La fabricacion de capsulas y otro productos simi-

lares a partir de materiales tales como qelatinas u otros de distin-

ta naturaleza, que puedan ser utilizados como envases o recipientes 

de productos y sustancias quimicas, farmaceuticas y cosmeticas, para 

*** CONTINUA 



CERTIFICADO NACIONAL 

CAMARA DE COMERCIG DE BARRANQUIfLLA 

Fecha : 20081014 Hora Certiticad 15:57:26 

Operacion : 02CP210.14048 PAGNA No, 2 

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

uso y consumo humano y veterinarlo. b) La investiqacion, des rroiio 

y fabricacion do toda clase de productos y sust.ancias quimica , far-

maceuticas y cosmeticas para uso y consumo hurnano, animal y veq tal. 

a) La compra y yenta de meterias prirnas , irisurnos y productos inter-

medios necesarios para los procesos do fabricacion de sus aricias 

quirnicas, farmaceuticas y cosineticas, asi come la comercializaciori 

interna y externa de lQs productos terrninados. d) La compra, yenta, 

importacion, exportacion y distribucion de toda clase de ole entos 

instrurnentales y equipos, medicos, quirurqicos, odontoloqicos has-

pitalarios para la salud humana y animal. e) Actuar corrio rep eson-

tanto o agente de personas naturales y juridicas nacionaies y ox-

tranjeras en la reaiizcion do operaci.ones a transacciones re acio-

nadas con la iridustria farmaceutica y en especial con cuales uiera 

de las actividades descritas en los literales a), b), c) y d) antes 

transcritos. f) Prestar los servicios de asesoria y consulto ia en 

la.s areas administrativ, do morcadeo, anaiisis clinico, asis ends 

tecnica, invostigacion, castes y produccion exportacionos, imorta-

diaries, ventas, rolacioiadas con iquales o similares activid des a 

las quo constit.uyenei objeto de GYNOPHARM SA., asi coma los e pu-
blicidad y promocion do productos quimicoS, cosmot ices p farma euti-
cos para uso humario, animal a industrial. g) Adquirir, operar, admi-

nistrar y explotar, a cualguier titulo,ernpi-esas o estabiecim entos 

dedicadas a la investiqcion, desarroilo, fabricacion o corner jail-

zacion do productos quilaicas, farmaceuticos, hospitalarios a osme-

ticas. En desarrollo do su objeto principal, la sociedad pod a to -
mar interos social como ccionista, soco a fundador de empres Is que 
t.engan iqual a similar ?bjeto; comprar, vender, importar y ox ortar 

rnaquinarias, insumas p repuestos requeridos para el desarro lo de 
sus actividades; tomar dinero en prestama,financiar p qarantiz r las 
operacionos comerciales que celobre con. terceros relativas a u ob-
jeto; celebrar p ojecutÆr todo tipo de actos p contratos nece;arios 
para desarrol]ar sus opeaciaes; qirar, aceptar, otorgar p pro estar 
todo tipo de titulos vRlores e instrurnentos negociables; cc prar, 
vender p constitusLr gravarnenes sobre hieries muebies e inmueb],e. ; de--
signar representantes a apaderadas en el pais p en el exterior y, en 
general, realizar cuaiquer acto a negodio que sea necesaria con-
veniente para ci desarrolla do su objeto social p para la mejox pro 
tecdion de sus interesescorporatlyas a ia de sus sacios. -------H----

ERTIFICA 

CAPITAL Nra Acciones Valor Acci?n 
Autarizado 

$**********4 000 000 000 *************4,000,000  
Suscrito 
$**********2 672 646 000 *************2,672,646  
Pagado 

$ **********2,672 646 000 "***********2,672,646  

CONTINUA *** 
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C E R T IF I CA 

ADMINISTRACION Seran tunciones de la junta directiva, entre otras: 
Autorizar cualquier acto 0 contrato Cuya cuantia sea superior al 
equivalente en pesos Calombianos a cincuenta mil dolares de los Es-
tados Unidos de America (US$50.000.00), liquidados a la tasa de cam-
bio representativa del mercado vigente el dia en que se surt.a la 
aprobacion y para enajenar a gravar bienes inmuebies y demas activos 

. fijos de la sociedad, cualquiera que sea la cuantia de la transac-
cion. Las demas que le sean propias y no esten atribuidas a otro or-
gano social y las que le correspondan en virtud de la icy. la socie-
dad tendra un Gerente General, quen ejercera la adniinistracion y 
representacion legal de la sociedad y tendra las siguientes atribu-
clones, entre otras: Ejercer la representacion legal de la sociedad 
en Lodos los actos y contratos que se requieran para el desarrollo 
del objeto social, de conformidad con lo previsto en las leyes y en 
los presentes estatutos. Aprobar y celebrar en nombre de la sociedad 
todo acto a contrato cuya cuantia sea igual o inferior al equivalen-
te en pesos Colombianos a cincuenta mil dolares de los Estados Uni-
dos de America (US$50.000.00), liquidados a la tasa de cambio repro-
sentativa del mercado vigente el dia en que se surta la aprobacion o 
celebracion del acto. Para erlajenar, a cualquier titulo, bienes in-
muebles de la sociedad a constituir gravamenes sobre los mismos, de-
bera obtener la aprobacion de la junta directiva, cualquiera que sea 
la cuantia de la transaccion; a las demas funciones que le corres-
pondan como representante legal par disposicion de la ley, de estos 

estatutos o de la junta directiva. El Gerente General tendra un su-

plente, designado par la junta directiva, quien lo reemplazara con 

. identicas facuitades en sus faltas temporales, absolutas a meramente 

acciedentales, sin que sea necesario para ello acreditar la, ausencia 

delprincipal. ----------------------------------------------------------

C E R T I F I C A 

Que seg?n ACta No. 15 del 18 de Febrero de 2008 correspondiente a 

la Asamblea de Accianistas en Bogota, de la sociedad: 

GYNOPHARMS.A. -------------------------------------------------

cuya parte pertinente se inscribi? en esta C?mara de Comercic, el 

25 de Febrero de 2008 baja ci No. 137,919 del libro respectivo, fueron 

hechos los siguientes nombramientos: 

CLASE: JUNTA DIRECTIVA 

Pr – nc ipa 1 e s 
1. LlobeL Poal Manuel 

2. Zanatta Reherman Leonardo Andres 

3. Munoz Marroquin Diego 

*** CONTINUA 

CC - ******l4, 670, 196 

CC. *******2, 760, 271 

CC, *******7 688, 292 
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4. Montealegre Gonzalez Andres Leonardo CC.******79, 50,262 

Sup lent e S 
1. Agudelo Pelaez Luis Hernando CC.***  38,997 

2, Aroca. Almanza Arleth Ayelina CC.******36, 18,415 

3. Ponaranda Urbina Adriana Paola CC.*-k**53, 20,683 

4. tovar Vasquez Ruth CC.******52, 75,756 

C B P T I F I CA 

Que seg?n Acta No. 18. del. 30 do Octubre de 2003 correspondiente a 

la Junta Directiva en Barranquilla, de la sociedad: GYNOPI-IA M S.A. 

cuya parte pertinente se inscrihi? on esta C?rnara de 
Comer’

 

lo, el 

06 de Nov/hre de 2003 baja ci No. 107,783 del libro resp ctivo, 

fueron hechos Jos siguiantes nornbraientos: 

Cargo/Noinbre / ldentificaci?n 

Gerente General. / 
Palacios Aragon Luis Alberta CE.*********319,788 

CERTIPICA 

Que seg?n Acta No. 49 del 03 de Marzo do 2008 correspondient a la 

Junta Directi.va en Baranquiila, de la sociedad: GYNOPHAR $.A. 
cuya parte pertinente e inscribi? en esta C?rnara de Gornorc.o, el 
1.1 do Marzo de 2008 baja el No. 138,342 del libro respetivo, 
fueron hechos Jos siguienec nombrarnientos: 

Cargo/Nornhre Ildentifica i?rl 
Suplente del Gerente. 

Mollajolt Centurion Andres Fernando CE. *********3 1,283 

C E R T I F I C A 

Que seg?n Acta No. 16 del 08 de Mayo de 2008 correspondient a la 
Asamblea de Accionistas en Barranquilla, de la socieclad: GYN PI-IARM 
S.A. cuya parte pertinete se inscribi? en esta C?mara de Cornrcio, 
el 22 de Mayo de 2008 bajo el No. 140,053 del libro respe’tivo, 
fueron hechos los siguientes riornbrarnientos: 

Cargo/Nombre Identitica i?n 
Revisor Fiscal 

Marroquin Sepulveda Edgar CC.******17,l.7,542 

11ERT IF I CA 

Que segun Docurnento Privado de fecha 10 de Octubre del 2.000, ins--
crito en esta Camara d Coniercio el 23 de Noviernbre del 2.000 baja 
el No. 1.872 del libro repectivo, consta que ci senor RUBEN MINSKI 
GONTOVNII( C.C. No. 7.46.982, actuando Como Presidento y reprsen-
tante legal de la socidad GYNOPHARM S.A., atorga Poder Espe ial, 

*** CONTINUA *** 

C 
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cAMARA 
lmcoMEIcloDEI,oGom Fecha 20081014 Hora Certificado 15:57:26 

Operacion : 02CP21014048 PAGINA No. 5 

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

Amplio y Suficienta a KAREN JENNIFER FIGUEROA GARCIA C.C. No. 32.-

732.070, para que en nombre y representacion de la sociedad suscri-

ba todas las declaraciones cambiarias a que esta obligada GYNOPHARM 

S.A., en ci giro normal de sus negocios y operaciones sociales.-----

C E F T I F I C A 

Que segun Documento Privado de fecha 10 de Octubre del 2.000, ins-

crito en esta Camara de Comercio ci 12 de junio del 2.002, bajo el . 2.164 del libro respect ivo, consta que ci senor JORGE CASTELLANOS 

MARTINEZ,identificado con C.C.No.19.460.089,actuando como represen-

tante legal de la sociedad GYNOPHARM S,A, otorga Poder Especial Am-

plio y Suficiente a KAREN FIGUEROA GARCIA, identificada con la cc-

dula de ciudadania No.32.732.070 de Barranquilla, mediante docu-

mento privado de octubre 10/2000, inscrito en la Camara de Comer-

cio de Barranquilla bajo el No.1.872 del libro respectivo, para 

que en representacion de GYNOFARM S,A, suscriba las declaracio-

nes cambiarias a los que esta obligada GYNOF’ARM S.A. en el giro 

ordinario de sus negocios y operaciones sociales ------------- ------

C E R T I F I C A 

Que en esta C?mara de Comercio no apareceri inscripciones posteriores 

de documentos referentes a reforma, disoluci?n, liquidaci?n o 

nombramientos de representantes legales de la expresada sociedad. 

C E R T I F I C A 

Que su ?itima Renovaci?n fue el: 23 de Abril do 2008. 

La inforrnaci?ri sobre embargos de establecimiento se suministra en 

Certificados de Matr?cula, la de contratos sujetos a registro, en 

Certiticados Especiales. 
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BILAYER PHARMACEUTICAL TABLET COMPRISING TELMISARTAN AND A 

DIURETIC AND PREPARATION THEREOF 

Field of invention 

The present invention relates to a bilayer pharmaceutical tablet formulation. 

comprising the angiotensin II receptor antagonist telmisartan in combination with a 

diuretic such as hydrochlorothiazide (HCTZ). The present invention also provides a 

method of producing said bilayer tablet. 

Background of the invention 

INN Telmisartan is an angiotensin II receptor antagonist developed for the 

treatment of hypertension and other medical indications as disclosed in EP-A-502314. 

Its chemical name is 4’-[2-n-propyl-4-methyl-6-(1 -methylbenzimidazol-2-yl)-

berizimidazol-1 -yImethyI-biphenyl-2-carboxyIic acid having the following structure: 

CH3 

Telmisartan is generally manufactured and supplied in the free acid form. It is 

characterized by its very poor solubility in aqueous systems at the physiological p1-I 

range of the gastro-intestinal tract of between pH 1 to 7. As disclosed in WO 00/43370, 

crystalline telmisartan exists in two polymorphic forms having different melting points. 

Under the influence of heat and humidity, the lower melting polymorph B transforms 

irreversibly into the higher melting polymorph A. 
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Hydrochlorothiazide (HCTZ) is a thiazide diuretic which is orally administered in 

the treatment of edema and hypertension. 

The chemical name of HCTZ is 6-chloro-3,4-dihydro-2H- ,2,4-benzothiadiazine-

7-sulfonamide-I 1 -dioxide having the following structure 

H 

CI 

HS -SONH2
 

Obiects of the invention 

Combination therapy of telmisartan with a diuretic like HCTZ is expected to show 

synergistic therapeutic efficacy in the treatment of hypertension. 

It was therefore an object of the present invention to provide a fixed dose 

combination drug comprising telmisartan and a diuretic such as HCTC, said 

combination drug displaying the required fast dissolution and immediate drug release 

profile combined with adequate stability. 

Generally, a fixed-dose combination of drugs intended for immediate release is 

prepared by either making a powder mixture or a co-granulate of the two active 

ingredients with the necessary excipients, normally keeping the basic formulation of the 

corresponding mono-drug preparation and simply adding the second drug component. 

With a combination of telmisartan and HCTZ, this approach was not feasible due 

to the incompatibility of HCTZ with basic compounds such as, e.g., meglumine (N-

methyl-D-glucamirie) which is a component of conventional telmisartan formulations, 

and the reduced dissolution rate of HCTZ from a dissolving matrix as compared with 

dissolution from a disintegrating tablet. 

Several galenical approaches to overcome the incompatibility problem have been 

investigated. A classical approach is to coat the HCTZ particles in a fluidized-bed 

granulator with a polymer solution containing water soluble polymers like 

hydroxypropylcelluloSe, hydroxypropylmethylcellulose or polyviriylpyrrolidone, thereby 
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contact area of HCTZ with the telmisartan formulation in a compressed tablet to a 

degree sufficient to achieve the desired prolonged shelf life. 

Furthermore, the dissolution rate of HCTZ from tablets comprising coated HCTZ 

in a telmisartan formulation was further reduced due to the gel-forming proper-ties of the 

polymer. 

Another approach was to produce separate film-coated tablets for telmisartan 

and HCTZ in such a size and shape that these could be filled into a capsule. By dividing 

the doses into two to four single small tablets for telmisartan and into one or two small 

tablets for HCTZ, a capsule of size I to 0 long could be filled. Yet, with this approach 

the drug dissolution rate of telmisartan was reduced compared to the single entities due 

............ - 

compliance a zero long capsule is not deemed reliable. 

Summary of the invention 

In accordance with the present invention, is has now been found that the above-

described problems associated with conventional approaches in the preparation of a 

fixed dose combination drug comprising telmisartan and a diuretic could be overcome 

by means of a bilayer pharmaceutical tablet comprising a first layer containing 

telmisartan in substantially amorphous form in a dissolving tablet matrix, and a second 

Slayer containing a diuretic in a disintregrating tablet matrix. 

The bilayer tablet according to the present invention provides a largely pH-

independent dissolution of the pooriy water-solubi I by facliitaiililg 

dissolution of the drug at a physiological pH level, and also provides for immediate 

release of the diuretic from the fast disintegrating matrix. At the same time, the bilayer 

tablet structure overcomes the stability problem caused by the incompatibility of 

diuretics like HCTZ with basic constitutents of the telmisartan formulation. 

In a further aspect, the present invention relates to an improvement in bilayer 

tableting technology and provides a method of producing a bilayer pharmaceutical tablet 

comprising the steps of: 
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(i) providing a first tablet layer composition by 

a) preparing an aqueous solution of telmisartan, at least one basic agent and, 

optionally, a solubilizer and/or a crystallization retarder; 

b) spray-drying said aqueous solution to obtain a spray-dried granulate; 

c) mixing said spray-dried granulate with a water-soluble diluent to obtain a 

premix; 

d) mixing said premix with a lubricant to obtain a final blend for the first tablet 

layer; 

e) optionally, adding other excipients and/or adjuvants in any of steps a) to d); 

40 (ii) providing a second tablet layer composition by 

f) mixing and/or granulating a diuretic with the constituents of a disintegrating 

tablet matrix and, optionally, further excipients and/or adjuvants; 

g) admixing a lubricant to obtain a final blend for the second tablet layer; 

(iii) introducing the first or the second tablet layer composition in a tablet press; 

(iv) compressing said tablet layer composition to form a tablet layer; 

(v) introducing the other tablet layer composition into the tablet press; and 

(vi) compressing both tablet layer compositions to form a bilayer tablet. 

Definitions 

As used herein, the term ’substantially amorphous" refers to a product 

. comprising amorphous constituents in a proportion of at least 90%, preferably at least 

95%, as determined by X-ray powder diffraction measurement. 

The term "dissolving tablet matrix" refers to a pharmaceutical tablet base 

formulation having immediate release (fast dissolution) characteristics that readily 

dissolves in a physiological aqueous medium. 

The term "diuretic" refers to thiazide and thiazide-analogue diuretics like 

hydrochiorothiazide (I-ICTZ), clopamide, xipamide or chlorotalidone, and any other 

diuretic suitable in the treatment of hypertension like, e.g., furosemide and piretanide, 

and combinations thereof with amiloride and triamteren. 
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The term "disintegrating tablet matrix" refers to a pharmaceutical tablet base 

formulation having immediate release characteristics that readily swells and 

disintegrates in a physiological aqueous medium. 

Description of the preferred embodiments 

The bilayer tablet according to the present invention comprises a first layer 

containing telmisartan in substantially amorphous form in a dissolving tablet matrix, and 

a second Layer containing a diuretic in a disintregrating tablet matrix. 

The active ingredient telmisartan is generally supplied in its free acid form, 

although pharmaceutically acceptable salts may also be used. Since during subsequent 

processing telmisartan is normally dissolved and transformed into a substantially 

amorphous form, its initial crystal morphology and particle size are of little importance 

for the physical and biopharmaceutical properties of the bilayer tablet formulation 

obtained. It is however preferred to remove agglomerates from the starting material, eg. 

by sieving, in order to facilitate wetting and dissolution during further processing. 

Substantially amorphous telmisartan may be produced by any suitable method 

known to those skilled in the art, for instance, by freeze drying of aqueous solutions, 

coating of carrier particles in a fluidized bed, and solvent deposition on sugar pellets or 

other carriers. Preferably, 
hover, 

the substantially amorphous telmisartan is prepared 

by the specific spray-drying method described hereinafter. 

� The other active ingredient, i.e. the diuretic, is usually employed as a fine-

crystalline powder, optionally in fine-milled, peg-milled or micronized form. For instance, 

the particle size distribution of hydrochiorothiazide, as determined by the method of 

laser light scattering in a dry dispersion system (Sympatec Helos/Rodos, focal length 

100 mm) is preferably as follows: 

d10: :5 20 1am, preferably 2 to 10 l.im 

d5: 5 to 50 pm, preferably 10 to 30 I.Lm 

d90: 20 to 100 pm, preferably 40 to 80 pm 
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The bilayer tablet according to the present invention generally contains 10 to 160 

mg, preferably 20 to 80 mg, of telmisartan and 6.25 to 50 mg, preferably 12.5 to 25 mg, 

of diuretic. Presently preferred forms are bilayer tablets comprising 40/12.5 mg, 80/12.5 

mg and 80/25 mg of telmisartan and HCTZ, respectively. 

The first tablet layer contains telmisartan in substantially amorphous form 

dispersed in a dissolving tablet matrix having immediate release (fast dissolution) 

characteristics. The dissolving tablet matrix may have acidic, neutral or basic properties, 

although a basic tablet matrix is preferred. 

In such preferred embodiments, the dissolving matrix comprises a basic agent, a 

40 water-soluble diluent and, optionally, other excipients and adjuvants. 

specific examples of suitable basic erItb a, e- 

NaOH ana KQI-i; basic amno acids such as arginine an,d ye; and , 

methyl-D-glucamine), NaOH and meglumine being preferred. 

Specific examples of suitable water-soluble diluents are carbohydrates such as 

monosaccharides like glucose; oligosactharides like sucrose, anhydrous lactose and 

lactose monohydrate; and sugar alcohols like sorbitol, mannitol, dulcitol, ribitol and 

xytitol. Sorbitol is a preferred diluent. 

The other excipients and/or adjuvants are, for instance, selected from binders, 

carriers, fillers, lubricants, flow control agents, crystallization retarders, solubilizers, 

coloring agents, pH control agents, surfactants and emulsifiers, specific examples of 

which are given below in connection with the second tablet layer composition. The 

. excipients and/or adjuvants for the first tablet layer composition are preferably chosen 

such that a non-acidic, fast dissolving tablet matrix is obtained. 

The first tablet layer composition generally . wt%, p-efeiab1 3 

to 35 wt.%, of active ingredient; 0.25 to 20 wL%, preferably 0.40 to 15 wL%, of basic 

agent; and 30 to 95 wt.%, preferably 60 to 80 wt.% of water-soluble diluent. 

Other (optional) constituents may, for Instance, be chosen from one or more of 

the following excipients and/or adjuvants in the amounts indicated: 

10 to 30 wt.%, preferably 15 to 25 wt.%, of binders, carriers and fillers, thereby 

replacing the water-soluble diluent; 

0.1 to 5 wt.%, preferably 0.5 to 3 wt.%, of lubricants; 
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0.1 to 5 wL%, preferably 0.3 to 2 wt, %, of flow control agents; 

1 to 10 wt.%, preferably 2 to 8 wt.%, of crystallization retarders; 

I to 10 wt.%, preferably 2 to 8 wt.%, of solubilizers; 

0.05 to 1.5 wt.%, preferably 0.1 to 0.8 wt,%, of coloring agents; 

0.5 to 10 wt.%, preferably 2 to 8 wt.%, of pH control agents; 

0.01 to 5 wt.% preferably 0.05 to I wt.%, of surfactants and emulsifiers. 

The second tablet layer composition contains a diuretic in a fast disintegrating 

tablet matrix. In a preferred embodiment, the disintegrating tablet matrix comprises a 

filler, a binder, a disintegrant and, optionally, other excipients and adjuvants. 

The filler is preferably selected from anhydrous lactose, spray-dried lactose and 

lactose monohydrate. 

The binder is selected from the group of dry binders and/or the group of wet 

granulation binders, depending on the manufacturing process chosen for the second 

tablet layer. Suitable dry binders are, e.g., cellulose powder and microcrystalline 

cellulose. Specific examples of wet granulation binders are corn starch, polyvinyl 

pyrrolidone (Povidon), vinylpyrrolidone-vinylacetate copolymer (Copovidone) and 

cellulose derivatives like hyd roxymethylcellu lose, hydroxyothy Ice llu lose, hydroxypropyl-

ceUu lose and hyd roxypropylmethylcellulose. 

Suitable disintegrants are, e.g., sodium starch glycolate, Grospovidon, 

Croscarmellose, sodium carboxymethylcellulose and dried corn starch, sodium starch 

. glycolate being preferred. 

The other excipients and adjuvants, if used, are preferably selected from diluents 

and carriers such as cellulose powder, microcrystalline cellulose, cellulose derivatives 

like hydroxymethylcellu lose, hydroxyethylcellu lose, hyd roxypropylcellu lose and hydroxy-

propylmethylcellulose, dibasic calcium phosphate, corn starch, pregelatinized starch, 

polyvinyl pyrrolidone (Povidone) etc.; lubricants such 
as 

stearic acid, magnesium 

stearate, sodium stearylfumarate, glycerol tribehenate, etc.; flow control agents such as 

colloidal silica, talc, etc.; crystallization retarders such as Povidone, etc.; solubilizers 

such as Pluronic, Povidone, etc.; coloring agents, including dyes and pigments such as 

Iron Oxide Red or Yellow, titanium dioxide, talc, etc.; pH control agents such as citric 

acid, tartaric acid, fumaric acid, sodium citrate, dibasic calcium phosphate, dibasic 



WO 03/059327 

E3 

PCT[EP02/00395 

sodium phosphate, etc surfactants and emulsifiers such as Pluronic, polyethylene 

etc.; and mlxures OT two Of mole Lii LIICC KO CAI i�

TheThe second tablet layer composition generally comprises 1.5 to 35 wt.%, 

preferably 2 to 15 wt.%, of active ingredient; 25 to 75 wL%, preferably 35 to 65 wt.%, of 

filler; 10 to 40 wt.%, preferably 15 to 35 wt.%, of dry binder; 0.5 to 5 wt.%, preferably I 

to 4 wt.%, of wet granulation binder; and I to 10 wt.%, preferably 2 to 8 wt.%, of 

disintegrant. The other excipients and adjuvants are generally employed in the same 

amount as in the first tablet layer composition. 

For preparing the bilayer tablet according to the present invention, the first and 

second tablet layer compositions may be compressed in the usual manner in a bilayer 

tablet press, e.g. a high-speed rotary press in a bilayer tableting mode. However, care 

should be taken not to employ an excessive compression force for the first tablet layer. 

Preferably, the ratio o .  

tablet layer ta the compression force applied during cumpiessiorl CA both the first and 

second tablet layers is in the range of from 1:10 to 1:2. For instance, the first tablet layer 

may be compressed at moderate force of 4 to 8 kN, whereas the main compression of 

first plus second layer is performed at a force of 10 to 20 W. 

During bilayer tablet compression adequate bond formation between the two 

layers is achieved by virtue of distance attraction forces (intermolecular forces) and 

mechanical interlocking between the particles. 

. The bilayer tablets obtained release the active ingredients rapidly and in a largely 

pH-independent fashion, with complete release occurring within less than 60 min and 

release of the major fraction occurring within less than 15 mm. The dissolution!-

disintegration kinetics of the bilayer tablet may be controlled in different ways. For 

instance, both layers may dissolveidisintegiate simultaneously. Preferably, however, the 

second tablet layer containing the diuretic disintegrates first whereas the first tablet layer 

containing telmisartan dissolves in parallel or subsequently. 

In accordance with the present invention, a substantially increased dissolution 

rate of the active ingredients and, in particular, of telmisartan is achieved. Normally, at 

least 70% and typically at least 90% of the drug load are dissolved after 30 
mm. 
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The bilayer tablets of the present invention tend to be slightly hygroscopic and 

are therefore preferably packaged using a moisture-proof packaging material such as 

aluminium foil blister packs, or polypropylene tubes and HDPE bottles which preferably 

contain a desiccant. 

For optimum dissolutionfdisintegration and drug release properties, a specific 

method of producing the bilayer tablet according to the present invention has been 

developed which method comprises 

(1) providing a first tablet layer composition by 

a) preparing an aqueous solution of telmisartan, at least one basic agent and, 

optionally, s sokbi!izer and/or a crystallization retarder; 

b) spray-drying said aqueous solution to obtain a spray-dried granulate; 

c) 

mixing said spray-dried granulate with a water-soluble diluent to obtain a 

premix; 

d) mixing said premix with a lubricant to obtain a final blend for the first layer: 

e) optionally, adding other excipients and/or adjuvants in any of steps a) to d); 

(ii) providing a second tablet layer composition by 

f) mixing and /or granulating a diuretic with the constituents of a disintegrating 

tablet matrix and, optionally, further excipients and/or adjuvants; 

g) admixing a lubricant to obtain a final blend for the second tablet layer; 

(iii) introducing the first or the second tablet layer composition into a tablet press; 

(iv) compressing said tablet layer composition to form a tablet layer; 

. (v) introducing the other tablet layer composition into the tablet press; and 

(vi) compressing both tablet layer compositions to form a bilayer tablet. 

In a preferred embodiment of this method, an aqueous alkaline solution of 

telmisartan is prepared by dissolving the active ingredient in purified water with the help 

of one or more basic agents like sodium hydroxide and meglumine. Optionally, a 

solubilizer and/or a recrystallization retarder may be added, The dry matter content of 

the starting aqueous solution is generally 10 to 40 wt%, preferably 20 to 30 wt.%. 

The aqueous solution is then spray-dried at room temperature or preferably at 

increased temperatures of, for instance, between 50 and 100°C in a co-current or 

countercurrent spray-drier at a spray pressure of, for instance, I to 4 bar. Generally 



WO 93/059327 PCTIEP02/00395 

speaking, the spray-drying conditions are preferably chosen in such a manner that a 

spray-dried granulate having a residual humidity of 5 wt.%, preferably .5 3.5 wt.%, is 

obtained in the separation cyclone. To that end, the outlet air temperature of the spray-

drier is preferably kept at a value of between about 80 and 90°C while the other process 

parameters such as spray pressure, spraying rate, inlet air temperature, etc. are 

adjusted accordingly. 

The spray-dried granulate obtained is preferably a fine powder having the 

following particle size distribution: 

0 d10: :520m,preferably?101.tm 

d50: 80 p.m, preferably 20 to 55 i.Lm 

d90: :5 350 jim, preferably 50 to 150 j.m 

After spray-drying, the active ingredient (telmisartan) as well as the excipients 

contained in the spray-dried granulate are in a substantially amorphous state with no 

crystallinity being detectable. From a physical point of view, the spray-dried granulate is 

a solidified solution or glass having a glass transition temperature Tg of preferably > 

50°C, more preferably> 80°C. 

Based on 100 parts by weight of active ingredient (telmisartan), the spray-dried 

granulate preferably contains 5 to 200 parts by weight of basic agent and, optionally, 

solubilizer and/or crystallization retarder. 

� The water-soluble diluent is generally employed in an amount of 30 to 95 wt.%, 

preferably 60 to 80 wt.%, based on the weight of the first tablet layer composition. 

The lubricant is generally added to the premix in an amount of 0.1 to 5 wt.%, 

preferably 0.3 to 2 wt.%, based on the weight of the first tablet layer composition. 

Mixing is carried out in two stages, i.e. in a first mixing step the spray-dried 

granulate and the diluent are admixed using , e.g., a high-shear mixer or a free-fall 

blender, and in a second mixing step the lubricant is blended with the premix, preferably 

also under conditions of high shear. The method of the invention is however not limited 

to these mixing procedures and, generally, alternative mixing procedures may be 

employed in steps c), d), and also in the subsequent steps f) and g), such as, e.g., 

container mixing with intermediate screening. 
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free-fall blender. Alternatively and preferably, the second tablet layer composition is 

prepared using a wet granulation technique wherein an aqueous solution of a wet 

granulation binder is added to a premix and subsequently the wet granulate obtained is 

dried, e.g. in a fluidized-bed dryer or drying chamber. The dried mixture is screened and 

then a lubricant is admixed, e.g. using a tumbling mixer or free-fall blender, whereafter 

the composition is ready for compression. 

For production of the bilayer tablet according to the present invention, the first 

and second tablet layer compositions are compressed in a bilayer tablet press, e.g. a 

rotary press in the bilayer tableting mode, in the manner described above. In order to 

avoid any cross-contamination between the first and second tablet layers (which could 

ad WI U‘  of HTC.Z’), any granuie esdL. ,. - .......... 

during tableung by ifl Lei is ULIUI I U   LI IJ It= LaL?I UtLI I.. I... �LI I _’ 

In order to further illustrate the present invention, the following non-limiting 

examples are given. 

Example I 

Constituents mg /1.684 mg 

SD granulate 

- 

volatile 

constituent 

kglbatch 

(01) Telmisartan 

Sodium hydroxide 

1.000 . 

U.(Ju4 

45.000 

3.780 

13.500 (03)Povidone K25 0.300 

(04) Meglumine 0.300 13.500 

(05) Purified water 5.000 (225.000) 

1.684 5.000 75.780 



Manufacturing: 

1. SpM solution 

225.000 kg of purified water are measured into a suitable stainless steel vessel at a 

temperature of between 20-40°C. In sequence, 3.780 of kg sodium hydroxide, 45.000 

kg of telmisartan (mixture of polyrnorph A and B), 13.500 kg of Povidone K 25 and 

13.500 kg of meglumine are dissolved in the purified water under intensive stirring until 

a virtually clear, slightly yellowish, alkaline solution is obir’d. 

2. Spray drying 

The solution is sprayed into a suitable spray dryer, e.g. a Niro P 6.3 equipped with 

Schlick atomizing nozzles of 1.0 mm diameter, with a flow-through heating coil 

connected upstream of the dryer, and dried to give a white to off-white fine granulate. 

The spray mode is counter-current at a spray-pressure of about 3 bar, an Inlet air 

temperature of about 125°C and a spray rate of about 11 kg/h, thus resulting in an outlet 

air temperature of about 85°C. The temperature of the flow through heating coil water 

bath is set at a temperature of about 80°C. 

3. Protective Screening 

The dry granulate powder is screened through a screen of 0.5 mm mesh size, e.g. using 

a Vibra Sieve machine. 

The resulting amorphous telmisartan spray-dried granulate maybe further processed to 

telmisartan mono-tablets or the first layer of the said bilayer tablet composition. 
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Constituents mg/tablet 
1st layer 

mg/SD 
granulate 

mg/tablet 
2nd-layer-ndlayer(01)

 (01) Telmisartan SD granulate 67.360 

- consisting of (02) to (06):  

(02) Telmisartan 40.000 

(03) Sodium hydroxide - 3.360 
(04) Polyvidone (Koflidon 25) 12.000 

- Meglumine 12.000 

(06) Purified water - 264.000* 

(07) SorbjtolP/6 168.640 

(08) Magnesium stearate, screened 4.000 1.006�

(09) Hydrochlorothiazide 
- - 

12.500 
(10) Microcrystalline cellulose (Avicel PH 101) 64.000 

T5 Red iron oxide 0.330 

(12) Sodium starch glycolate 4.000 

(13) Lactose monohydrate fine, screened - 112.170 
(14) Maize starch dried at 45 OC 6.000 

240.000 67.360 200.000 
* 200 mg in SD granulate, 64 mg in granulation liquid of HCTZ granulate 

. 

Manufacturing: 

1. Final blend A 

168.640 kg of sorbitol are mixed with 67.360 kg of telmisartan spray dried granulate in a 

suitable high shear mixer, e.g. Diosna P 600, for 4 minutes using both impeller and 

chopper. Next 4.0 kg of magnesium stearate are added to the resulting pre-mix and 

admixed in the high shear mixer for further 30 seconds. 
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9.000 kg of purified water of about 70°C are transfered to a suitable mixing vessel, 

6.000 kg of maize starch, dried at 45°C, are suspended in the water. This suspension is 

stirred into 55.000 kg of purified water of about 90°C using e.g. an Ekato stirrer. 

Next, 112.170 kg of lactose monohydrate, 12.500 kg of hydrochlorothiazide,’64.000 kg 

of microcrystalline cellulose (Avicel PH 101), 0.330 kg of red iron oxide and 4.000 kg of 

sodium starch glycolate are mixed in a suitable high shear granulator, e.g. Diosna P 

600, until homogeneous, and moistened with 70.000 kg of the above-prepared aqueous 

granulating liquid. 

Process parameters for wet granulation: 

Process step Duration 
(mm) 

Impeller 
(setting) 

Chopper - 
(setting) 

Pre-mixing 3 1 1 

Moistening 2 1 1 

Wet mixing 4 2 2 

Emptying About 0.5 i- 1 0 

After moistening, the resulting wet granulate is dried in a suitable fluid bed dryer, e.g. 

Glatt WSG 120 at an inlet air temperature of 100°C, an inlet air flow of 2000-3000 m3Ih 

until a product temperature of about 55°C is reached. 

The dry .granulate is screened to reduce the particle size using a suitable screening 

machine, e.g. a Comil screen machine equipped with a rasp screen of 2 mm mesh size. 

Finally 1.000 kg of prescreened magnesium stearate are admixed to the screened 

granulate material and mixed in a suitable tumbling mixer, e.g. a Lermer rotating spike 

mixer, for 100 revolutions at a speed of 8-10 rpm. 
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Using a suitable rotary tablet press, 240 kg of the final blend (A) and 200 kg of the final 

blend (B) are compressed into bilayer tablets. The target weight for the first layer is 240 

mg, the target weight for the second layer is 200 mg. 

Process parameters for tableting: 

Tablet press Fette 3090 

Tabletting speed 100. 000 (80.000 � 120.000) tabl./h 

Stirrer blade speed: 1st layer 

about 30 rpm 

2nd layer 

about 75 rpm 

Compression force 5(4-6) KN 12 (10-14) KN 

As a rule, the tablet hardness is adjusted by variation of the main compression force of 

the second layer. 

The resulting bilayer tablets have the following characteristics: 

Shape I diameter oval, both faces convex / 14 x 6.5 mm 

Colour first layer: white to off-white 

second layer: red 

Weight 440 mg (total) 

240 mg (layer 1: with telmisartan) 

200 mg (layer 2: with hydrochlorothiazide) 

Thickness about 5.2 mm 

Hardness about 120N 

Disintegration time NMT 15 mm (total) 
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Constituents mg/tablet 
1st layer 

mg/SD 
granulate 

mg/tablet 
2nd layer 

(01) Telmisartan SD granulate 67.360 

consisting of (02) to (06):  
(02) Telmisartan 40.000 
(03) Sodium hydroxide 3.360 
(04) Polyvidone (Kollidon 25) 12.000 
(05) Meglumine 12.000 

(06) Purified water (200.000)  

(07) Sorbitol P/6 168.640 
(08) Magnesium stearate, screened 4.000 1.000 
(09) Hydrochlorothiazide 

- 25.000 
(10) Microcrystalline cellulose (Avicel PH 101) - 64.000 

(11) Yellow iron oxide 0.330 
(12) Sodium starch glycolate 4,000 

(13) Lactose monohydrate fine, screened 105.67 

240.000 67.360 200.000 

Manufacturing: 

Manufacturing is carried out as in Example 2. Instead of the wet granulation process 

described in Example 2, the second layer composition is manufactured by dry mixing of 

(09) to (13) in a suitable free fall blender, e.g. a I m3 container mixer, for 200 revolutions 

at a speed of 10 rpm. Then, (08) is admixed to the main mixture for further 50 

revolutions in the container mixer. In order to achieve a homogenous distribution of the 

color pigment, an additional premix with yellow iron oxide and a portion of the 

microcrystalline cellulose, e.g. 2.000 kg, which is screened through an 0.8 mm mesh 

screen manually before transfer to the main mixture, may be performed. The resulting 

bilayer tablets display virtually the same physical characteristics as described in 

example 2, except for the color. 
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Example 4 

Composition of Telmisartan/Hydrochiorothiazide Bilayer Tablets (mg per tablet): 

Ingredient - 40112.5 mg 80112.5 mg 
Telmisartan layer  

Telmisartan 40.000 80.000 
Sodium hydroxide 3.360 6.720 
Povidorie 12.000 24.000 
Meglumine 12.000 24.000 
Purified water* (200.000) (400.000) 
Sorbitol 168.640 337.280 
Magnesium stearate  

Total telrn!sartan L-ya  
4.000 

240.000 
3.000 

480.000 
Hydrochiorothiazide layer  

Hydrochlorothiazide 12.500 12.500 
Lactose monohydrate 112.170 112.170 
Microcrystalline Cellulose 64.000 64.000 - 
Corn starch 6.000 6.000 
Red iron oxide 0.330 0.330 
Sodium starch glycolate 4.000 4.000 
Purified water* (.000) (64.000) 
Magnesium stearate 1.000 1.000 

Total HCTZ layer 200.000 200.000 
Total tablet weight 440.000 680.000 

*Does not appear in final product 
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CLAIMS 

1. A bilayer pharmaceutical tablet comprising a first layer containing telmisartari in 

substantially amorphous form in a dissolving tablet matrix, and a second layer 

containing a diuretic in a disintegrating tablet matrix, 

2. I’ bilayer pharmaceutical tablet as claimed in claim 1 wherein the diuretic is 

selected from at least one of hydrochlorothiazide, furosemide, chlorotatidone, piretanide 

and amiloride. 

3. A bilayer pharmaceutical tablet as claimed in claim 2 wherein the diuretic is 

hydrochiorothiazide. 

4. A bilayer pharmaceutical tablet as claimed in any one of claims 1-3 wherein the 

dissolving tablet matrix has immediate release characteristics. 

5. A bilayer pharmaceutical tablet as claimed in any one of claims 1-4 wherein the 

dissolving tablet matrix comprises a basic agent, a water-soluble diluent and, optionally, 

other excipients and adjuvants. 

6. A bilayer pharmaceutical tablet as claimed in claim 5 where the basic agent is 

selected from alkali metal hydroxides, basic amino acids and meglumine. 

7. A bilayer pharmaceutical tablet as claimed in claims 5 or 6 wherein the water-

soluble diluent is selected from carbohydrates such as monosaccharides like glucose; 

oligosaccharides like sucrose and lactose; and sugar alcohols like sorbitol, mannitol, 

dulcitol, ribitol and xylitol. 

8. A bilayer pharmaceutical tablet as claimed in any one of claims 5-7 wherein the 

other excipients and adjuvants are selected from binders, carriers, fillers, lubricants, flow 

control agents, crystallization retarders, solubilizers, coloring agents, pH control agents, 

surfactants and emulsifiers. 
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9. A bilayer pharmaceutical tablet as claimed in any one of claims 1-8 wherein the 

tph.cf "r h-, rrr,r1, �-’tu’4 h’; i,æ 

granulate with a water-soluble diluent to obtain a premix, mixing said premix with a 

lubricant to obtain a final blend and compressing the final blend to form the first tablet 

layer. 

10. A bilayer pharmaceutical tablet as claimed in any one of claims 1-10 wherein the 

disintegrating tablet matrix comprises a filler, a binder, a disintegrant and, optionally, 

0 other excipients and adjuvants. 

11. A bilayer pharmaceutical tablet as claimed in claim 10 wherein the other 

excipients and adjuvants are selected from carriers, diluents, lubricants, flow control 

agents, solubilizers, coloring agents, pH control agents, surfactant,; and emulsifiers. 

12. A bilayer pharmaceutical tablet as claimed in any one of claims 1-11 containing 

10 to 160 mg, preferably 20 to 80 mg, of telmisartan and 6.25 to 50 mg, preferably 12.5 

to 25 mg, of diuretic. 

13. A bilayer pharmaceutical tablet as claimed in any one of claims 1-12 packaged in 

a moisture proof packaging material such as aluminium foil blister packs, or 

polypropylene tubes and HOPE bottles. 

14. A method of producing a bilayer pharmaceutical tablet comprising the steps of: 

(i) providing a first tablet layer composition by 

a) preparing an aqueous solution of telmisarten, at least one basic agent and, 

optionally, a solubilizer and/or a crystallization retarder; 

b) spray-drying said aqueous solution to obtain a spray-dried granulate; 

c) mixing said spray-dried granulate with a water-soluble diluent to obtain a 

premix; 

d) mixing said premix with a lubricant to obtain a final blend for the first tablet 

layer: 
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e) optionally, adding other excipients and/or adjuvants in any of steps a) to d); 

(ii) providing a second tablet layer composition by 

f) mixing and/or granulating a diuretic with the constituents of a disintegrating 

tablet matrix and, optionally, further excipients and/or adjuvants; 

g) admixing a lubricant to obtain a final blend for the second tablet layer; 

(iii) introducing the first or the second tablet layer composition into a tablet press; 

(iv) compressing said tablet layer composition to form a tablet layer; 

(v) introducing the other tablet layer composition into the tablet press; and 

(vi) compressing both tablet layer compositions to form a bilayer tablet. 

15. A method as claimed in claim 14 wherein spray-drying in step b) is carried out 

under conditions so as to obtain a spray-dried granulate having a residual humidity of 

5 wt.%, preferably :5 3.5 wL%. 

16. A method as claimed in claims 14 or 15 wherein spray-drying in step b) is carried 

out at an outlet air temperature of the spray-drier of between about 80 and 90°C. 

17. A method as claimed in any one of claims 14-16 wherein mixing in any of steps 

c), d), f) and g) is carried out in a high shear mixer or a free-fall blender. 

18. A method as claimed in any one of claims 14-17 wherein mixing in step f)is 

carried out under conditions of dry-mixing or, preferably, under wet granulation 

conditions. 

19. A method as claimed in any one of claims 14-18 wherein the ratio of the 

compression force applied during compression of the first tablet layer to the 

compression force applied during compression of both the first and second tablet layers 

is in the range of from 1:10 to 1:2. 
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preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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Con fundamento en lo previsto por el artIculo 43 de la Decision 486 de la ComisiOn de 
la Comunidad Andina, se le comunica que la oposiciOn presentada por la doctora 
Eliana Isaura Moreno BohOrquez, en su calidad de apoderada de Gynopharm S.A., 
reUne los requisitos formales exigidos por la ley al momento de su presentaciOn. 

En cumplimiento de lo dispuesto en la citada norma, se le concede el tOrmino de 
sesenta (60) dias hâbiles siguientes a la fecha de notificaciOn del presente oficio, para 
que haga valer sus argumentaciones y presente pruebas. 

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del 
capitulo quinto del titulo primero de la Circular Unica No 10 de 2001. 
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DORIS ELENA POLO CORDOBA 
Jef de la Division de Nuevas Creaciones (E). 
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