\

2000-F04

v T
- ~
! . =
; mNu..l s b= (=
— v 23 [
52 2 = o 'S
ﬁ MM €T o~ Ta -
< @1 Q p 3 o o = 9 =]
¥ %G : s = E B2 I 2
I 5% 5|2 |£ = % 3 o=
Co= f——] e e [ by =T
D SHNo oY 2= = & el
C =8 293 dis ] b {5
— X5 - BEad RO Eed) -
T EPY iz = - B
EHD 55 sie a-{Ed
- —0 COLVTerp b3 © =17
@ H'IW 2w = = =l
Sl i SRR b= e
Lt .lﬂlg oo [ W =z 8y
D et FOE + &)
< R sy & =
Sl N~ % 2 2
YLy b t - "y
i8558 S = |q 2 $
S E=oT1i8 & S ~ = ol ¥
=g Tk = - R W - = elie D
:E=z5-0 0§ = % 2 29 Bl
o = c 2 -9 Bf:Z]@:
d oamaw £V — ~ > — —..M e 2 &
T ommm Mdm o 7] Z R I.;\“ JE.epu.a”
G . o ~ o % = S thed b~
. S — 7 [ - m.oa.r
m..lnvl i m R e vnm g o i3
= g w = AV e
=) ; = S 2o M ~ 2 SrEle
m = [=a] H — @ B w.'
< 5 2 1893 oz =218
wnd J.m&.u.dmmhnu., N ~ ~ a — n 1 m %
- w,o.w«.m.:,_ﬂﬂ il (0] A — X P
TH.N — —t - F p— @ «u. Je.
= et v =1 Ne] ~ &0 o] S04
o =3 r~ ) v; ¥ i)
S S © - == =
b : .. = ..
2 ¥ S 2 :
g 5 T 3S= £
p E g %&E e
m o2 R lﬁm ] .M‘c.
; = = faa] P~ K=
g e
3 ;. w -2y
..,w.w,rl = m
-
=% (e
. = =
= w
Lo & g
= a. [+
o i Anm
&




® ANEXOS
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como aparece al pie de su firma, con tarjemn profesional No; 83823 del Conseio /

/ f . WA
# Superior de la judicatura, co mi condicion de apoderada de la sociedad PROCADPS !

4
EA

Derecho de fa Competencia, Propiedad

Optl mum Industrial y Comercio Exterior

Senora Jefe,
DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria v Comercio

L. S. .

Referencia : Expediente N° 0835079 /
Asunro : Oposicion a la solicitud de patente de Invencion  rimlada
“COMPOSICIONES FARMACEUTICAS QUE

COMPRENDEN SUSTANCIAS ANTIDIABETICAS
COMBINADAS PARA SU USO EN DIABETES

MELLITUS” L
Solicitante : WORLD- TRAD 1 MPORT K \PORI W | {E, A‘(- . \\\
Opositora : PROCADS S, A. | | o
7 _Publicada en la Gaceta de la Propiedad Industyial, .
y s a .
P 7 N° 595 del 29 de agosto de 2008/ : |

'
'
i
< r
lff :
I

‘n/u LLIANA ISAURA MORENO BOHOR(QUFZ, '\@h en’ t}:rru do, identiticada

S.A. conformada bajo las leyes de la Reptblica de Colombia v domiciliada en la ciudad

de Barmnquilly, Colombia, atentamente manifiesto que estando dengo del réentin de
> = /

S
ey v por orden expresa de mi representada, presento oposicion o la c:o‘i/nresi«'m e
-~

regisreo de Ia Parente de Invencion titulada “COMPOSICIONES FARE\'IA/CFUTICH\Q
. QUE COMPRENDEN SUSTANCIAS ANTIDIABET l(.AS CO\iBlNAl')A'\ PARA
SU UbO EN DIABETES MELLITUS”, cuyo tltulm es \X’ORi DTRADRE IMPORT.

T — ~
-~ -
. ~ - A

e VAN 199, OO 1047551 2 1310213 - 620 50 21 - lax, (57106 12 12 79
T -‘-, —Canerm. h-‘N’ll I“‘)"s'M“IIW‘IUH"TQ]‘(’W”"‘T“ PRHBWENAGPLI6 {2 1979
-nwil: mg\-rms(“uhﬂm‘ﬂl\-&‘?m H www.optitmunmeco .com
Bogotia Colombia
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Derecho de la Compelencia, Propiedad

Opti mum Industrial y Comercio Exterior

EXPORT WTIE, AG, v pide a Usred declame tundada esta opasicion v en

consecuencia negar ¢l registro de la parente solicitada.

1. INTERES PARA ACTUAR

Confornie a lo dispoesto en el articulo 42 de la Decision 486 de 200Q de In
CAN, estando dentro del término estipulado por la ley, manifiesto el legitimo interés
de nuesten representacda para oponerse al registro de la patente Jde [ nederenein,
atendiendo a que la solicitud pretendida no cumple con los requisitos dispuestos en Ia

fey como s¢ analizard wds adelante v de ser concedida afectaria _directamente la

T oo _ oy C- ..
comerciplizacion  de algunos productos de  mi_ representada, que” contienen, - e¢n
" -t R [V ~ b
‘ ) RN

particular E_iw]_kla.s_l“ur fo tanto, solicita. résperuosamente a ¢ "@rsmr]m se s
- - il ] P

- —

~ e . . ] R
tener en cuenta la presente oposicion dentro del tramite administrariva que se surte et

. e - R P ! : (\ ~\
estsy Superintenclencia. - oo .
’ ]
e e . N
/.// T . i ' ¢
i ,
l/ 1 LI
’ o Lo »
o " , ’
// s B - » " ot ' ,'
R 2. FUNDAMENTOS DE HECHOS -0 [
// | : B i
i o 1 7
\

derabril de 2008, 7

reivindicando prioridad bajo fa solicieud MXZQ05PAT07T del 20051012, v fue, -
! N d

. .
Zolla solicitnd ohjero de ta presenre (o presentada ¢l 8

publicada ¢n Colombia, en la Gacera de la Propiedad Industriat N° 595 del 20 de

'

agosto de 2008, cuya publicacion internacional corresponde a ki WO07043853

del 20070410, o

. ’

2.2.La solicitud colombiana 0835079 ohjeto de la presente oposician] se refiere 2 tha

campozicion farmaceutica que comprende sustancias antidiabétions combinadas

- .

. -

. . . , - PR . ..
opara su uso en diahetes mellitus, camcterizadas porgic dichu combinacida o

~ .
. .-
T - - - : -
B R
- Crempresa JA NS L1995 O0 104 Tel BT T 131213 - 62050 2 - i 3711602 19 70
owm o D Enaileaegotiosiptitninneaaom - wew optiouin <o,

Pa [sals] Colombia
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Derecho de la Competencia, Propiedad

optimum Industrial v Comercio Exterior

asociacion consisten en dos o tres sustancias antidiabéticas selecrionadas del
conjunto formado por: sulfonilureas, megtitinidas, biguanidas 6 inhibidores de aifa-
glucosidasa con tiazolidinedionas parn ¢l tratamiento de la diahetes meMiris ripo 2
en nuevas forimulaciones; donde las sullonilureas son seleccionadas del conjunto
formade por glipizida, gliburida, glimepirida; meglitinidas, repaglinida, nazeglinida,
tiazolidinedionas o una combinacion de estas; biguanidas coma metforing
inhibidores de la altaglucosidasa conocidos como acarbosa, miglitot e asociacion
o combinacion con tiazolidinedionas conacidas como pioglitazona, rosiglitazona,

troglitazona, como base o una sal fisiologicamente aceptada. :

2.3 Ahora bien, con base en el articulo 14 de la; DEL Mon 490_&1(: Ia t.,,‘\N ((’HL sagm o

siguiente: “Los paises mrembros otorgardn [ﬁc{tc;an:s petvat lus meencionds; s i prodndte o
- AY

.- L~ [ L AU
' . Lo

procedimiento, en todos tox”campos de ki tecnologia, siempme gue sean nieeas, tengen nivel
- 7 i
. , .

inventivo v sean “susceptibles de aplicacion industried”. Asi las dosas, las invenciones

-~ P ]
. ~ - . . . L
objeto d€ patente deben ser nuevas v tener nivel inventive, Bieny pues antes e fa
Ed . - 1
~ - N o . » ' H
fecha de pritridad de esta solicitud se encuentran los siguientes docunentos que

7 !
i V’ B - . g

/mecm,la patentahilidad de la presente solicitud: o .
e o ; s ¢

/ ~ !
/ / roo ’

« . - #

] ) ',

v

P

/ //. D1 WOM027401 publicada ¢l 18 de mavo de 2000,

. : 7 24.Ahara bien, el documento DI, particvlanmente en fadeseripeion revela
- . . TR . o, TR
S cotnbinaciones ente glitazonas antidiabéticos, un agente biguamida antidiabétice” v
) o /),/

' spcionalmente un agente sulfonilurea ucl en el tratamiento de la di:ll\.ﬁtﬁ;ﬂ'ze!lir:\:'.
-~
1

v para mejomar el control glicemico. Como tal precisamente est nmemnd wl
e

P
revela composiciones antidiabéticas que contienen glirazona,(ljiuzq,mlidim fona) y ot

\ . -
- P

. - . N . Y - s . . . o
“_ biguamida que puede ser metforming, segun se-ndice en fa reivindicacién §

" - particularmente. Opcionalimente, esta_antérioridad DI define que puede inchsir
N ~ e R '.'-" e

T~ IR .
L e 13 N 11995, OF 1047 TAAS71)2 RERE N 5021 - Fax (37000 12 19 79

Bl T L il m-gcu‘um(!\')wuuum-t‘u CONE- W APTIHYTCO.060]
Roota Colembia
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

una sulfonilurea fal como se evidencia desde €l resumen v de deline en a
descripeian. Por lo tanto, visto diche documento DI, es evidente la preexistencia
de combinacionex o asociaciones que consisten en dos o tres sustancias
antidiabeticas, tal v coma se revela en ¢l capitulo reivindicatorio de la presente
solicitud.

2.5.Par 1o tanto, este documento objero de opaosicion a la luz del documenta DI caere
evidentemenre de NOVEDAD.

2.0.En consecuencia v de acuerdo a lo descrita anteriormente, se deriva que la solicingd
colombiana 0835079 no puede pretender un monopolio por patente roda vez gue
o que pretende no cumple con uno de los wres requisitos necesarios parn su
proteccion. .

- ~—
—_—

- - - - . - = _— .= — . A ~ ~
1 .Que por consiguiente, respecto a la solicinud pretendida = tiene quer ~ .

-

2

- ! o .
' N
- - ' ~ ™

/ -~ .
271, CARECE DE NOVEDAD: Segin la decision 486 de k Comunidad Andina de
— -

. - . v , y . o . .
Naciones, Articule” 16 “Una invencion e considerari nueva awada no estd
AT o e .
comprendide en el estado de o téenica. Bl esterdo de lo téenica somprended indo o g o
2 hayesSido accesible ol priblico por una  desoipeion eserita n' o, esilizacion,
1
- comercializacion o cualguier oo medio antes de la fecha de presentacion e la selicitid
- , . o .
‘ / de prttente o, en su caso, de la priovidad wawonocida.”. A la fecha de priovidad, 12 de ‘
1
» : i .
/ octubre de 2005 ya e conocido, pues como se demostra, fra parte det aie
; anterior desde el ane 2000 con base en el documento DI, ladpreexisrencin de-
/ combinaciones o asociaciones que  consisten en dos O Lres sustancias
! . .
{ das de! coni : ader b soh culianil reas
antidiohétivas  geleccionadas de conunto formada prar sullfoniturens,
meglitinidas y biguanidas para el tratamiento e la diabetes l]l'c‘uitfl.}};./\_‘ﬂlﬂ‘t' el

cual busca proteccion en el capitulo reivindicatorio.

e , -

[ —_— - N - -

N N el
~ Carvers 13 Ne 11993, O, |041|L‘|. GSIN213 1213« 2060 2] - bax, (3700 12 12 {2
. ) e u-umilz |1rg__v,\'|'(‘,i-o“;(f‘;"npri1||||1\H'u.(s‘|m © WRWLOPHRILMCo,rGm

Bagata Colombria
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

2.8, Dadoe lo anterior, es posible deducir que la solicitud v 1o reivindivado no es
objeto de patenmabilidad pues es contrario a lo que dicta la Decision 48¢ de I
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembras ororgndn
patentes para las invenciones, sean de producto o de procedimianto, en tdos los campns de Tn
tecnologia, siempre due seim nuevas, tengan nivel inventivo ¥ sem susceptibles de aplicacion
inchesmial ™. La soliciaud prerendida no cumple con uno de o tres revuisitos de

patentabilidad.

2.9, Porodo Lo anterior, atentamente solicito a usted que se sima dectimr indada
“COMPOSICIONES FARMACEUTICAS QUE COMPRENDEN
SUSTANCIAS ANTIDIABETICAS COMBINADAS PARA SUUSO EN
DIABETES MELLITUS”, cuvo u’mlﬂ e \\@ﬁ;LlTRADE Ih‘IPORTﬂi}\’\DRT
WTIE, A.G, solicioud Co/l,ombi:’(na que “aparecio puhli«:ac,lq enl la Gacetn <'le\la\\\

Propiedad Industrial-N® S95/del'2'9 de agosto de 2008, '
s .

-

~ ~ |
/’ 7 3. PRUEBAS | b
s e _
7 De conformidad con o dispucsto por las narmas vigentes; solicito a usted cener

.// : «

/ - -
cotmo prucha en este asunto los siguientes: |

o  DI1: WO0027401 publicada ¢l 18 de mayo de 2000,

f /
— -
- / s
. //l
4. FUNDAMENTOQ DE DERECHO .
- ’ ,//l

Fundaimento esta observacion en las normas legales sigiientes:

\'-\ - - L —~
- P i ..
—— L e
. R - -

A x ey - vt v e
Carpera 1Y N7 LES95, OF 104 Tel, SHY 213 12 13- 62050 20 - Fax (STHA 12 1% 79
—~— . E-nuik negncind2optiminneo.com - wwwaptinnim<a,eomn
T Bowtd Cokunhia
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/

/

s

Optimum

4.1.

4.3.

Para los efectos correspondientes anexo al presente excrito los siguientes documentos:

I
.

Numeral 1 del articulo 5806 del Codigo de Comercio.

Articulo 42 de la Decision 486 de la Comision del Acuerdo de Carmagena,

En las demais normas concaordanres,

5. ANEXOS

T
Poder pam actuar en el presente. \ - ' | o
s .
Documento que acreditial representante legal de PROCA{PS SA.
Recibo de caja_del respective pago de tasa. ‘
~ p
Capias de los dorumentos:
./’// -
/ rd
e
e o
/ o B1:WO0027401 publicada el 18 de mayo de 2000. |
e
. /"" -
. e - -
\\ - //

. ! .
Caenegc 1LY Ne 195 O 104 Ted. (ST 2138713 - 62050 21 - Pax (G716 1019 T

- __ Eavail: aegocios@0 prin neaa0.0ont - wuawoptint i< a.cang

Bamita Culomhia

2

Derecho de 1a Competencia, Propiedad
Industrial y Comercio Exterior
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Derecho de la Competencia, Propiedad

(o ptl mum Industrial y Comercio Exterior

6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 50 del Decrera
01 de 1984 debe hacer su Despacho, informo que mi representada y la suscritn
recibiremos notificaciones en la Secreraria de su Despacho o en mis oficinas siruadas

en la Carrera 13 Ne 11995, OOf. 104 de esta ciudad de Bogota.

Senor Superinrendente,

Qs

ELIANA ISAURA MORENO BOHORQUEZ -

C.C. 51'975.664 de Bogoti v . S
T.P.A. 83823 del C8.dela). .~ | e
e Y
r//

; / "'
S/

s

j
/’///‘

- o

Carrera |3 Ne P985 OF 104 Tel. (571) 2/13.1?,'13 -6205021 - Fax. (5710 G 12 19 79
Eanuil: regonios@optinum-o.con - wwwopriimum-co.com
- Bogota Colombia
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PROCAPS |

PODER ESPECIAL

Yo, WALTER TANAKA TATEKAWA, mavor de cdad y vecino de la ciudad de g
Barranquilla {Colombia), identificado como aparece @l pie de mi fivma, quien en e.U/
presente documento actia en calidad ,d(“.'Rt:['Jl‘e.\'(:n[?ll'lte Legal de la sociedad PROCAPS
S5.A. sociedad legalmenic constitpitia v domiciliada en la codad de Barranguilla
{Colombia), por el presente cln{tmcmu otorgo a la doctora ELIANA ISAURA
MORENO BOHORQUEZ, abogada en ejercicio, identificada come aparece al pie de
st lirma, con tarjeta profesional No. 83823 del C.S. de la J., poder especialAmplio v

35,079, titulacha “COMPOSICIONES FARMACEUTICAS QUE
COMPRENDEN SUSTANCIAS ANTIDIABETICAS C
USO EN DIABETES MELLITUS”, cuvo tiwlar cs WORILD-TRADE IMPORT-
EXPORT WTIE, AG, publicada en la gacern No. 395 del 29 de Agosio de 2008.

Nucstro apoderado queda faculiado, de manera expresa, para reahzar todo tipo de
actos necesarios para levar a cabo el wramite de la oposicidn, incluyendo, sin imitacién,
preparar vy presentar solicitudes, hacer declaraciones, pagar tasas, contribuciones ¢
impuestos, recabar los dtulos o certficados. Asinismo quedan antorizados para
impugnar administrativa y judicialmente todo lo que fuere resuelto en ¢l expedicnte a
que se hace cxpresa refercncia en cl presente poder, con todas las faculiades genernles y
especilicas que fnera requerido pava el

TV e vy et M VYW pweir D e e e -
De la misma manera, ademis de las laculades que le gonligrs lmnauudlcu de prr,gmv o
mandato, se cncuentran facultados para recibir, dr\htu uan:lﬂu msuru - ) lL'Ibllnlll cl

L]
'8 F - P .

- sl ! L Re T A
- PR i Y T 1

iy 37
puqenu. poder, incoar acciones, interponer recursos y demas htult'lglcs ~tifetdals 5 por *
(1 ll:'.)"_ g LN h‘-”’ o ” "»'.': "“! e '..‘t{ ' - “.:’ *:fi'
f ) PRV T A NSt i RN
Duaddo ¥ Firmado en Barranquilia {Colombia) a lod 21 dias del mes de Octubyre de 2008,
' PV IS T
]
.“.ﬂ..-_‘......._ [P P
. ‘ ] o w v ve e . e
1( / b it e s+ v e, T L T <
O C C N° 16°251.923 .
NIT: 890.106.527-5 e e e
Representante Legal LT s e el et W -
: I R R A LT e P
Acepto: i . '
R U - hl
ELIANA ISAURA MORENO BOHORQUL? e e ~-;'~ R T T T O O
C.C. 51'975.664 de Bogota o RIS ' : RN o '
T.P.A. 83823 dol C.S. de la J. Y ;‘-.3;:;"'“‘ T e s e B
p.
P oere teaepmte. Yaamaa . L .. - .
ﬁ-:-.-'u- “...‘ Cwtt O 4 e as N . v o

575) 3530783 - 3789000 - 3713900 - 3507900 + FAX:(575) 3730815 - - 3730813 - 3730247 - 3730818

. 1-AA 50330 PBX.:(
CALLE 80 No. 788-20 BARRANQUILLA - COLOMBIA « NIT. 890.106.527-5

- AT

G Al

Y

e

S rmemeal A
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IDENTIFICADO CON
y declard que es cleno ol conténido del documento

2:4-6C1: 2008

Barranquilla
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L
"
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ERITER
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i
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!

FRESCwiy

PRAG

EPAR

LA
SE
D

|

—_“

DILIGENCI!A DE PRESENTACION PERSONAL
o~ /)
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e
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NOTARIA 2° DE CHIA CUNDINAMARCA R4
LA SUSCRWANOTARIA "~ Tii

A DE BARRANOUILLA
EL GORDO FD:7 DE CASTRO
” NOTARIC ENCARGADD

BT PR ]

Que of oscrito dirgide 2B S O JeeOR O, de
i W W= R (o~uresDd -

fue presentade personalmante por:Jg Ao " dCurey
_Mosro Odnoven 1O B2G23 C-53
E dentiicadotsycon C.O—=1G 664 de—O foy

quien{es) declaro(arén) que su contenido os clerto y queia(s)

l firma(s) -mn el 05 {gon) suys(s) pbasanag,
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SUZ R L HUNOEs CE IMDUS TRIA ¥ GORERCID

BRI

Na. 08-

Faona SO TS 18 SEEE Gep PU20 NULETREAGIDN
fra 1Y PATENTRIYY Zvi' 378 FASZRACIONALI
Act 400 OPOSIESERYIRR Folion: 84
SUPERIMTENDENCIA DE INDYSTRIA Y CORERCIO
NiT : B00:76089-2
RECIBO OFICIAL DE €AJA : 0B - 91,933
FECHA + NOVIEMBRE 25 DE 2008
103t COMSIGRACION sy
DEPOSITANIE TIPD PAGD BANCO CUENTA No. PAGD FECHA PGO Vr. PAEBC
LAB. PRCCAPS CONSIGNACION BANCD DE BOGOTA 062734387 4928873  09/10/2008 1,862,000,90
GYNOPHARN 5.4, CONS16NACION BAHCO DE BOGOTA 052754387 14672361 1B/11/%008 1,330,000.00
iy C ¢ N CE P T O g
CANT. RENTISTICO CONCEPTD TOTAL CONCEPTO
1 30005-01-04 PRESENTACION BE ﬁBSERUﬁEIONES’/’/”I 12 WARCAS Y LEMAS COMERCIALES 26€jg;;i;0
TOTAL 4 265,000, 00

SON:  DOSCIENTOS SESENTA ¥ SEIS WIL PESGS

REGPOMSABLE 1

RECIBO DE CAJA APLICADOD AL EXPEDIENTE No.




Barranquilla, 09 de Octubre de 2008 Hr:08:32:45

. ..08-12020030 024802 PROCAPS S.A. | No.1 2683368

CAMARA D E CcCoOo CIO
comGBCIo D E BARRANQU?E%A

D€ BARARROAQUILLA INEEE R R R S s R R R e R X L]

((I camnnn D€ RhAkkE kR A kR Rk ARk kR kkkkh kN kN khkh kR bk k* Dag, 1

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S.A.-+-=-=-m-me e s e s e e e e e s e e m e —a— o - e e — -
NIT: 890.106.527-5.

EL SUSCRITO SECRETARIQO DE LA CAMARA DE COMERCIO DE BARRANQUILLA, CON
FUNDAMENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL:

CERTIFICA

Que por Escritura Pablica No. 1,190 del 22 de Julio de 1976,
otorgada en la Notaria Tercera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 28 de Julio de 1976 bajo el No. 6,070
del libro respectivo, fue constituida la sociedad-------------=----=-=
limitada denominada "PRODUCTORA DE CAPSULAS DE GELATINAS LIMITADA
"PROCAPS LIMITADA"  —----mmmmm e m e e e e e e e c e r e m e c e e m e e e e m e o m—— - - =

CERTIVFICA

Que por Escritura Piblica, No. 1,307 del .28 de Junio de 1979,
otorgada en la Notaria Tercera de Barranquilla, inscritof{as) en
esta Camara -de Comercio, el 23 de Julio de 1979 bajo el No._ 10,039
del libro respectivo, la sociedad antes mencionada----------_~<~-=-----
se transformo en sociedad anonima bajo la denominaci social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A." PROCAPS S.A. W -=--=----=-=-

CERTIVFTICA

Que por EBEscritura Pablica  No. 3,810 .del 31 de Dic/bre de 1980,
otorgada en la Notaria Primera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 30 de Enero de 1981 bajo el No. 12,705
del libro respectivo, la sociedad antes mencicnada-----------=--~------
se transformo en sociedad de responsabilidad limitada bajo al razon
social de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -
MITADA" = - - - - e - - mr e s s C e m e m e s o e e e e e oo Coe o —— -

CERTIFICA

Que por Escritura Pdblica WNo. 3,755 del 10 de Nov/bre de 1983,
otorgada en la Notaria Unica de Soledad, inscrito(as) en esta
Camara de Comercio, el 22 de Nov/bre de 1983 bajo el No. 17,922 del
libro respectivo, la sociedad antes mencionada-----------------=-=----

se transformo en sociedad anonima bajo 1la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A .Y -------==-=--

CERTIFICA

Que por Bscritura Piblica No. 3,615 del 06 de Dic/bre de 1996,
otorgada en la Notaria 2a. de Barranquilla, inscrito(as) en esta
Camara de Comercio, el 20 de Dic/bre de 19356 bajo el No. 67,218 del
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libro respectivo, la sociedad antes mencionada--------------=-=-=-----
cambio de razon social, por la denominacion LABORATORIOS PROCAPS S.A

CERTIVFICA

Que por Escritura Pidblica No. 3,775 del 18 de Dic/bre de 1996,
otorgada en la Notaria 2a. de Barranquilla, inscrito{(as) en esta
Camara de Comercio, el 23 de Enero de 1997 bajo,€1 No. 67,704 del
libro respectivo, la sociedad antes mencionada-----¢€-------—“----------
cambio de razon social, por la denominacion PRO s S.A./ ----------

CERTIFICASA

Que dicha sociedad ha sido reformada por las siguientes escrituras

y/o documentos privados:

Numero aaaa/mm/dd Notaria No. Insc o Reg aaaa/mm/dd
39 1979/01/18 Notaria 3a. de Barranquilla. 9,452 1979/01/24
992 1981/04/30 Notaria la. de Barranquilla. 13,112 1981/05/06

1,464 1982/08/27 Notaria Unica de Soledad 15,533 1982/09/08
2,744 1983/08/18 Notaria Unica de Soledad 17,416 1983/08/26
3,826 1984/07/16 Notaria Unica de Soledad 19,554 1984/07/27
3,835 1985/08/26 Notaria Unica de Soledad 22,230 1985/09/04
2,260 1986/09/10 Notaria Unica de Soledad. 24,995 1986/09/15

1,849 1989/07/11 Notaria 2a. de Barranquilla. 33,909 1989/07/13
444 1990/02/21 Notaria 2a. de Barranquilla. 36,101 1990/03/16

3,090 1991/12/17 Notaria 2a. de Barranquilla 43,993 1992/01/28
269 1993/02/01 Notaria 2a. de Barranquilla 48,428 1993/02/16
2,342 1993/07/28 Notaria 2a. de Barranquilla 50,582 1993/08/10
3,652 1993/11/09 Notaria 2a. de Barranquilla 51,798 1993/11/22
3,615 1996/12/06 Notaria 2a. de Barranguilla 67,218 1996/12/20
8% 1997/01/16 Notaria 2a. de Barranquilla 67,704 1997/01/23
2,070 1997/07/17 Notaria 2a. de Barrangquilla 70,627 1997/07/31
2,281 1997/08/04 Notaria 2a. de Barranquilla 70,813 1997/08/14
765 1999/04/22 Notaria 3a. de Barranguilla 80,628 1999/04/23
459 2001/02/21 Notaria 2a. de Barranquilla 91,502 2001/02/23
2,608 2001/10/05 Notaria 2a. de Barranquilla 95,771 2001/11/08

1,730 2004/07/29 Notaria 2. de Barranquilla 112,999 2004/08/26
416 2005/03/03 Notaria 2. de Barranquilla 116,364 2005/03/10
1,613 2005/07/28 Notaria 2. de Barranquilla 119,322 2005/08/18

CERTIFICA

Que de acuerde con la(s) escritura(s) arriba citada(s), la sociedad
se rige por las siguientes disposiciones:

DENOMINACION O RAZON SOCIAL:

PROCAPS S.A.---+-m-mcmmc s e m e et e e e e m e e e e e e e e e e e e m - m ==
SIGLA: PROCAPS.

DOMICILIO PRINCIPAL: Barranqgquilla.

NIT No: 890.106.527-5.

MATRICULA MERCANTIL: 24,802.

CERTIFICA
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Direccion para notificaciones judiciales:
CL BO No 78 B - 201. .
De la ciudad de Barranguilla.

-

/f/fc B/RTIFICA _
DURACTON: Bl término/ de duracidn de la sociedad se fijé hasta el
18 de Agoste de 2073. ‘ :

CERTIFICDE

CBJETO SOCIAL: ELl objeto principal de la socisdad sera: a)-La fabri-
cacion de <capsulas vy otros productos similares a partir de materia-
les tales come gelatinas u otrés’de distinta naturaleza, gque puedan
ser utilizados como- envasggfﬁtfecipientesrde"productﬁs y sustancias
quimicas, farmaceuticas y- chemeticas, para  uso y consums humano vy
veterinario; bl-La investigdacion, desarrollo v .fabricacion de toda
clase de productos y sustanciasg quimicas, farmaceuticas v cosmeticas
para uso ¥y consumo huwmance, animal y vegetal; <¢)-La compra y venta de
materiag primas, insumeos y productos intermedios necesarios para los
procesos de fabricacion de sustancias quimicas, farmaceuticas,alimen
ticias vy cosmeticas, asi como la comercializag¢ion interna v externa
de los productos terminades, d} La compra, venta, importagion, ex-
portacion 'y distribucicn de | toda - -"clase de elementos instru-
mentales vy equipes medices,quirurgicos, odontologices,y hospitalarios
para la salud humana y animal. &)La compra,venta,exportacion y die-

distribucion de dulces, oonfites, galletas ¥y tode tipo de
golosginas o alimentos para el consumo  humano. £} Actuar como re-
presentante ¢ agente de personas naturales y juridicaz, nadio-
naciconales y extranjeras el la realizacion de operaciones o tran-

sacciceneg relaclonadas cont la industria farmaceutica y en especial
con cualquiera de las actividades descritas en 1los literales a),
b}, c}. 4} ¥y e) antes descritos; g) Préstar los servicios de
asesoria v consultoria  en s las argas administrativas,; de mer-
cadeo, analisis c¢linico, asistencia tecnica, investigaciéan! costos.y
preduccion, exportaciones, importaciones, ventas, relacionadas con
iguales o similares actividades a las gue constituyen el objeto de
PROCAPS S5.A., asi como los de publicidad y promocion de productos
gquimicos, cosmatices y farmaceuticos para uso humano, animal-o in-
dustrial; h}-Adguirir, operar, administrar y explorar, a cualguier
titulo, empresa o establecimientos dedicados a la investigacion, de-
garrolle, fabricacion o© comércializacion de productos quimicos, far-
maceuticos, hospitalarios o cosmeticos. En desarrclle de su obieto

mErE
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principal, la  soriedad podra tomir interesg social como accicnigta,
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socico © fundador de empresas que tengan igual o similar objeto, com-
prar, vender, dimportar y exportar maquinarias, insSumos y repusstos
requeridos para €1 desarrollo de sus actividades; tomar dinero en
prestamo, financiar y garantizar las operaciones comerciales que ce-
lebre <on terceros relativas a su objeto; celebrar y ejecutar todo
tipo de actos ¥ contratos necesarios para desarrcllar sus operacio-
nes; girar, ac¢eptar, otorgar ¥ protestar todo tipe de titulos wvalo-
res e instrumentss negociables; comprar, vender y constituir grava-
menes sobre bienes muebles e inmuebles; designar representantes o
apcderados en el pais ¥y en ] exterior y, en general, realizar cual-
quier acto o negocio que sea necesaric o conveniente para el desa-
rrollo de su objeto social y para la mejor proteccion de sus intere-
ges Corporativos o la de sus sociog. La soc¢iedad podra garantizar

el cumplimientc de obligaciecnes adquiridas por terceros o por sus

socicg, para lo cual podra inclusive constitbuir gravamenes reales
scbre sus bienes de cualguier naturaleza.-----=-==-----— -

CERTIFICA

CAPITAL Nro Acciones Valor Accidn
Autorizado

$i—t~kit***i12 UUU []00 000 ttwtii*******z U{]Q anod i‘#***tiii***i**i*l 000
Suscrito

$i***ii!~***1 229,071,000 t****iiiiiiiil 229, 'U'?l Fhkikthhkkbdbk ek k] 200
Pagado

EEF kA A K K%k 0 ddkbbk kb kb sy 2 - o e ke de ke o ol ook ok o R b b ok oh

s 1,229,071,000 ;229,071 1,000

CERTIFICA

ADMINISTRACTION: La diregoion y administracion de la sociedad corres-
pecndera a la Asamblea General de Accionistas, a la Junta Directiva,
al Presidente, al Vicepresidente y a un Gerente Ceneral. Corresponde
a la Junta Directiva Jlas sigulentes funciones y atribuciones entre
otras: Autorizar cualquier acto o contrate cuya cuantia sea superior
al equivalente en pesos Colombiangs a doscientos cincuenta mil dola-
res de log Estados Unidos de America {US5250.000}, liguidados a la
tasa de cambio representativa del mercado vigente el dia en que se
surta la transacicen. Cuando se trate de operacicnes en virtud de
las cuales 1la sociedad garantice obligaciones de tercercos © de los
socios, sSe regquerira gue la operacion sea aprobada con el wvote de
por lo mencs 273 partes de los inteqrantes de la Junta Directiva.

La sociedad tendra un Presidente , cuien ejercera la representa-

cilon legal de la socliedad y tendra las siguientes atribu-

ciones entre otras: Ejecutar las decisiones de la Asamblea
General de Accicnistas y de la Junta Directiva. Ejercer la Represen-
tacion Legal de la sociedad en todos los actos ¥y contratos que se
requieran para el desarrnllo del obijeto secial, de conformidad con
lo previste en las leyes y en los presentes estatutos. Constituir
apoderados judiciales y extrajudiciales, recibir notificaciones,
absoiver interrogatorios de parte, confesay obligaciones de 1la
socledad, transigir., disistir vy allanar a la sociedad en cualguier
asunto Judicial. Aprobhar y celebrar en nombre de la scocieda todo
acto © contrato cuya cuantia Sea igual o inferior al eguivalente

Ahkkkkkkkk® C O N T T N U B Sddradkbksd
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en  pesos colombiancs a doscéientos cincuenta mil deolares de los
Estados Unidos de america  (USS250.000), llqu1dﬂdﬂs a la tasa de
cambic representativa del mercado vigente: Iél dia . en gue gsea gurta
| 1la transacion © celebracicn del- acto. Las demas funciones “gue le
| correspondan como Representante Legal pox dlsposlclonf de la ley,
de estos esktatutos o de la Junta Directiwva. El Presidentg tendra un
suplente, designade por la Junta Directiwva, -~gquien reemplazara al
Presgidente en &us faltas temporales, absolutas o meramente acciden-
tales, con entidades facultades vy =in gque sea necesario para ello
acreditar la ausencia del principal. La sociedad tendra un Vicepre-
sidente designade por la Junta Directiva, gquien tambien ejercera la
representacion legal de la . sociedad, pudiendo ejercerla conjunta o
separadamente con el Presidente. EI vicepresidente tendra las
siquentes facultades entre otrds) Ejecutar dentro de su competencia
lag decisiones ge Jla Rsamblea General de Accicnistas, de la Junta
Directiva y del Presidente. Ejerceéer la representac1on legal de la
geciedad en -todeos  los aEtOS' ¥  contratos gue serequieran para el
desarrcllo del objete socidl; de conformldad con lo previsto en las
leves ¥  en los presentes estatutos Constituir apoderados judiciales
y extrajudiciales, recibir notificaciones,” absolver interrogatorios
de parte, confesar obligaciocnies de la scoiedad, trangigir, desistir
¥ allanar a la sociedad en cualquier asunto judicial. Aprcbar y

celebrar en nombre de la sociedad todo acto o contrato cuya cuantia f|
"sea igual o infericr al equivalente én peaos colombianos a ciento |

“eincuenta mil dolares de log Estados Unidos de America (US5150.000) ,

lignidades a la tasa de camblo representativa del mercado vigente
€1 dia en gue se surta la aprobacion o celebracion del acto, giempre
que no Se trate de enajenar bienes inmuebles o cualgquisr otyxo activo
fijo de 1la sociedad, includive de mnaturaleza muebles,:acciones,

cuotas o© partes de interes inversiones y todo tipo de ‘derechos’
'de la scciedad, o© de constituilr gravamenes sobre cualguiera de loe
anteriores, facultades aque radican exclusiva vy privativamente en

cabeza del Presidente. Las demas funciones que le corresponda como
Repragentante legal por dl&pO&lClOn de 1la ley, de estos estatutaosg

¢ de 1a Junta Directiva. E1 Vicepresidente tendra (1) suplente, .

designado por 1la Junra Dirgctiva, quien lo reemplazara conjunta o
separadamente ~en sus faltas ftemporales, absclutas o meramente

accidentales, con identicas facultades vy 51n Jue sSea Necesario para

ello acreditar la ausencia del principal. La sociedad tendra'un (1)
Gerente {eneral, con su respectivo Suplente, designados por la Junta
Diregtiva. E1i Suplente reemplazara al Gerente General, en sus faltas
temporales, abszgelutas ¢ meramente accidentales, quien junto con el
gerente general, llevaran 1la representacion Ilegal de la scciedad,

con  identicas. facultades, pudiendolas ejercer conjunta o separada-

mente con el Presidente vy Vicepresidente; ‘gon identicas facultades
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que el Gerente General vy sin gue sea necesario para ello acreditar
la ausencia del titular. EI Gerente General tendra las siguientes
facultades entreé otras: Ejercer la reprasentacion legal de la socie-
dad, en todos los actos y gontratos gue s¢€ requieran para el desa-
rrolleo del objete social, de conformidad con leo previsto en las
leyes v en los presentes estatutos. Aprobar y gcelebrar en nombre de
la sociedad todo acte o contrato cuya cuantia sea iqual o inferior |
al edquivalente en pesos Colombianos a Cincuenta Mil dolares de los
Estados Unides de America (US$50.000)}, ligquidados a 1la tasa de
cambio representativa del mercado vigente el dia en que se surta la
aprobacion ¢ celebracion del acto, siempre dgue no se trate de enaje-
nar a cualguier titule bienes inmuebles o cualguier cotro active fijo
de la socisdad, inclusive de naturaleza mueble, acciones, cuotas o
partes de interes, inversiones y tode tipo de derechos de la socie-
dad o de constituilr gravamenas sobre cualquiera de las anteriores
facultades que radican exclusiva y privativamente en cabeza del
Presidente,  ------- "o mmm e mm e e haam

CERTIFICSA

Que segin Acta No. 116 del 27 de Junic de 1997 correspondiente a
la Asamblea de Accionistas en Barranguilla, de la sociedad:

PROCAPS L Bt ittt
cuya parte pertinente e inscribid en esta Camara de Comercio, 21
15 de Agosto dée 1997 bajo el No. 70,828 del libro respectivo,
y segin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la msamblea de Accionistas en Barranqu111a de la sociedad:

FROCAPRS A = el e e i D TR L -—
cuya parte pertinente se inscribid en esta Camara de Cﬂmerc1o, el
2% de Mayo de 2000 bajo el No. 87,250 del libro respectiva, fueron
hechos 1los gsiguientes nombramientos:

CLASE: JUNTA DIRECTIVA

Principales
1. Minski Gontovnik Ruben CC **w&ss47 463, 982
2. Minski Gontovwnik Meyer CO. ++*ex»dy 457, 324
3. Minski Gontovnik Jose CC.***xxidg £7],834

Suplentes
1. Minski Zilberblum Elliot CC.xk¥*2%72 219,541
2. Minski Deitel Daniel RAAAASEER L E L EL
2. Mingk:i Sharon P&, *950,212,082,805

CERTIPFICH

Que segin Acta No. 116 del 27 de Junio de 1997 correspondiente a |
la Asamblea de Accionistas en Barranguilla, de la sociedad: PROCAPS |
§.8. cuya parte pertinente se inscribid en esta Cidmara de Comercio,
el 15 de Agosto de 1927 bajo el No. 70,838 del libro respectivo,
fuercn hechog 1los siguientes nombramientos:

Cargo/Nombre Identificacidén
Presidente, '
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Minski Gontovnik Ruben CC.¥x*x*x*x*7 463,982
Suplente del Presidente

Minski Minski Abraham CC.*¥**xkx¥xk*8(02,K 575
Vicepresidente

Minski Gontovnik Meyer : CC.e**dx¥*7 461,324
Suplente del vicepresidente

Minski Gontovnik Jose CC.***xdwxxg 671,834

CERTIFICA

Que segun Acta No. 11 del 01 de Febrero de 2001 correspondiente a
la Junta Directiva en Barranquilla, de 1la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribid en esta Camara de Comercio, el
12 de Febrero de 2001 bajo el No. .91,273 del libro respectivo,
fueron hechos los siguientes nombramlentos

Cargo/Nombre RN Identificacién
Gerente General. L
Uribe Ochoa Guillermo Luis ) CC.¥****x70,073,754

CERTIFICSA

Que segun Acta No. 406 del 02 de Sep/bre de 2004 correspondiente a
la Junta Directiva en Barranguilla, de la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribid en esta Camara de Comercio, el
09 de Sep/bre de .2004 bajo el No. 113,263 del libro respectivo,

fueron hechos los 1gu1en nombramientos:
Cargo/Nombre é/ﬁ //// Identificacidén
Suplente del Ger
Tanaka Tatekawa Walter CC. ¥+ *kxx]6, 251,923

CERTIFICA

Que segln Acta No. 124 del 29 de Marzo de 1999 correspondiente a
la Asamblea de Accionistas en Barranguilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribid en esta Camara de Comercio,
el 04 de Agosto de 1999 bajo el No. 82,226 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidén
Revisor Fiscal Ppal.
Vargas Pertuz Ana Isabel CC.****+%32 §£96,645

CERTIFICA

Que segin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
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S.A. cuya parte pertinente se inscribid en esta Camara de Comercio,
el 29 de Mayo de 2000 bajo el No. 87,250 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn
Suplente del Revisor Fiscal.
Lozada Villareal Milena CC.*+****33 748,111

CERTIVFICA

Que por Escritura Piblica No. 2,784 del 07 de bic/bre de 2007,
otorgada en la Notaria 2 a. de Barranquilla cuya parte pertinente
se 1inscribid®é en esta Camara de Comercio, el 20 de Dic/bre de 2007
bajo el No. 3,492 del 1libro respectivo,----------c---cmrmcccmmnomona—u
y 1las inscripciones 3.492-1, 3.493, 3.494, 3.495, 3.496, 3.497, ----
2.498, 3.499, 3.500, 3.501, 3.502, 3.503, 3.504, 3.505, 3.506, -----
3.507, Consta que RUBEN MINSKI GONTOVNIK, C.C. No. 7.463.982, -~-~----
obrando como Presidente y Representante Legal de la sociedad C.I.

NATURMEGA S.A., gue obrando en su condicion de Presidente y -------
Representante Legagl de la sociedad PROCAPS S.A., el presidente ----
debidamente facultado por los Estatutos Sociales y por el Maximo
Organo Social, otorga los sigquientes poderes: Otorgar poder --------
general, amplio y suficiente a los doctores JOSEFINA DEL CARMEN ----
MIELES BUELVAS CC.N0.33.138.497; a MARCELA CARVAJALINO PAGANQ ------
CC.N0.22.579.748; CRISTINA VIQOLI FRANCESCHINI CC.No.22.463.716, con
las facultades que se transcriben a continuacion: a.- Para que -----
representen a la sociedad PROCAPS $.A, ante todo tipo de -----------
autoridades administrativas y jurisdiccionales, en asuntos de ------
naturaleza c¢ivil, laboral, comercial, penal, aduanera, cambiaria,
tributaria, policiva, administrativa y fiscal. b.- Contestar y -----
presentar demandas, requerimientos, recursos, pedir y aportar ------
pruebas, recibir, notificarse, ejercer la accion de tutela, --------
tramitar incidente de desacato, comparecer en los procesos que -----
cursen contra la sociedad, allanarse en nombre de la sociedad en
los asuntos gque sean necesarios, transigir, desistir, sustituir,
renunciar y reasumir el poder. c.- La facultad expresa de ----------
conciliar, por tanto pueden llegar a acuerdos conciliatorios, ------

transaccionales, judiciales o© extrajudiciales o extrajudiciales,
cualgquiera que sea su cuantia, para 1lo cual las apocderadas deben
aportar la autorizacion simple y escrita del Representante legal

de la sociedad. d.- Podran presentar solicitudes de devolucion y/o
compensacion de impuestos, ventas y rentas, recibir los pagos por
las devoluciones y adelantar todo tramite o proceso administrativo
ante la DIAN, de tal forma que en ningun momento quede sin --~-------
representacion legal de la sociedad. PODERES ESPECIALES: a.- Se ----
confiere poder especial amplio y suficiente a las personas que se
determinan seguidamente, que conforman el grupo A y B, para, para
que conjuntamente suscriban contratos de suministros de mercancias
y servicios con entidades oficiales, hasta la suma de OCHOCIENTOS
MIL DOLARES DE LOS ESTADOS UNIDOS DE AMERICA (US800.000.00), -------
liquidados a la tasa representativa del mercado vigente en el dia
que se realice 1la respectiva transaccion. Grupo A. WALTER NANAKA
TATEKAWA CC.N0.16.251.923, CLAUDIA TANGARIFE CASTILLO --------==-=-
CC.N0.41.660.293, CARMEN ALICIA FLOREZ CC.No.22.434.044, IVAN ------
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S.A. -=c=m-rom = mmmmm oo meamm s mimaamom - eemammoe e e
NIT: 890.106.527-5.

VILLAREAL CAMACHO CC.No.91.201.749, CARMEN ALICIA HERRERA ---=-=---~-
DIAZGRANADOS CC.No.22.377.540, DAVID ANTONIO CHARRIS GIRALDO -------
CC.N0.19.341.274, RICARDO DORADO HURTADO CC.No.79.715.772, JAIME
FORERC LLINAS CC.No.19.300.593. b.- Se confiere poder especial -----
amplio y suficiente al senor WILLIAM ALBERTO BARROS CERRA «---------
CC.No.8.715.941, para que eh nombre y representacion de PROCAPS ----
S.A., suscriban declaraciones cambiarias, aduaneras y tributarias a
que este obligada la sociedad, en el giro normal de sus negocios y
operaciones sociales, por tanto quedan facultados para firmarlas,
como tambien los demas documentos relacionadog con ellas, ----------
notificarse, aportar y solicitar las pruebas que sean necesarias.

c.-Otorgar poder especial amplio y suficiente al senor MARLON -----
TATIS PAREDES CC.No.72.176.874 vy al senor WILLIAM ALBERTO BARROS
CERRA CC.No.8.715.941, para que en nombre y representacion de ------
PROCANPS S.A., suscriban 1las declarac1ones reportes y cualquier
documento relacionado con los tramites o registros de Comercio -----
Exterior y o cualquier -entidad del Estado gue haga sus veces: d)
Otorgar poder especial amplio y suficiente a la doctora CARMEN -----

ALICIA HERRERA DIAZGRANADOS, CC.No.22.377.540 y al doctor WALTER
TANAKA TATEKAWA, CC.No.16.251.923, para que en nombre y ------------
representacion de PROCAPS S.A.; endosen 1los titulos valores de la

sociedad hasta por la suma de UN MIL MILLONES DE PESOS -------------
(1.000.000.000.00) M.L. CUARTO: EI representante legal de la -------
sociedad PROCAPS S.A.; doctor RUBEN MINSKI GONTOVNIK, manifiesta
que 1la presente reforma fue aprobada por la Asamblea General -------
Extraordinaria de Accionista de PROCAPS S.A., con observancia de
las disposiciones legales y estatutarias.-------------c-cccc--

CERTTIVFICA

Que por Escritura Piblica No. 1,933 del 16 de Sep/bre de 2008,
otorgada en la Notaria 2 a. de Barranquilla cuya parte pertinente
se ingcribid en esta Camara de Comercio, el 06 de Octubre de 2008
bajo el No. 3,748 del libro respectivo,--------~c-c-cocmmmmm oo
Consta que el sefior RUBEN MINSKI GONTOVNIK, C.C. No. 7.463.982, que
comparece en su condicion de Presidente y Representante Legal de la
Sociedad PROCAPS S.A., confiere por medic de este instrumento ------
publico Poder especial Amplio y Suficiente a la doctora MILENA -----
ESCAFFI PARDO, C.C. No. 32.758.420, para que en nombre y -------=----
representacion de PROCAPS S.A., suscriba declaraciones cambiarias,
aduaneras y tributarias a que este obligada la sociedad en el giro
normal de sus negocios y operaciones sociales, por tanto queda -----
facultada para firmar, como tambien los demas documentos -----------
relacionados con ellas, notificarse, aportar y sclicitar las -------
pruebas gQue Sean NeCesarlaS.-—--=--- - - s - ma oo m e m— L.
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPGIOM DE ~-
DOCUMENTOS .

PROCAPS S.A.--=-=---==-====-=-=s-m-——““-=~-=~c“@~-~—~“@ -~~~ —~ "~ =~~~ —--—---~
NIT: 890.106.527-5.

CERTIVFICA

Que en esta Camara de Comercio no aparecen inscripciones posteriores
de documentos referentes a reforma, disolucidén, 1liquidacién o
nombramientos de representantes legales de la expresada sociedad.

CERTIPFICA
Que su Gltima Renovacidén fue el: 19 de Marzo de 2008.

La informacién sobre embargos de establecimiento se suministra en
Certificados de Matricula, la de contratos sujetos a registro, en
Certificados Especiales.

CERTIFICA

Que 1los actos de registro aqui certificados quedan en firme cinco
dias hédbiles despues de 1la correspondiente inscripcidn, siempre
que, dentro de dicho término, nc sean objeto de los recursos de
reposicidén ante esta entidad, y/o de apelacidén para ante la
Superintendencia de Industria y Comercio.
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COMRTNATIONS FOR. DIABETES WHICH CONTAIN A SULFONYLUREA, A GLITAZONE AND & BIGUANIDL

FIELD OF THE INVENTION

This invention relates to combinations of antdizbetic compounds, and 10 a

methed for treating diabees emploving such combinations.

BACKGROUNL OF THE INVENTION

Driabetzs mellitng is a metabolic disorder charuclenized by hyperglycemia,
insubin resistance, and is oficn axsocialed with olher disorders such as obesity,
hypertension, hyperlipidemia, as well as complications such as cardinvascular
discase, retinopathy, neeropathy, ané nephropathy. The discase is progressive in
nature, and can oﬁen be controlled initigll y iy diet alane, Tt peneraily requires
sreaiment with driigs such as sulfonvlureas and injechiuns of exogenous insulin. A

-new class of compounds known as the glitazenes has recently received a great
dzal of attention for their sbility to treat dizbetes. These compounds operate by
increasing the sensitivity of insulin veceptoss throughout the body, thereby

- diminishing or eliminating the need for exogenous insulin. Anuther agert knawn
as 8 biguanide also is used to decrease hepatic gincose production as well as
intestinal absorption of glucase.

It has now been discovered that combinalion therapy with a biguznide and
a glitezone r.eéults in dramatic tnprovement in glf{bemic controb, and thal even
beteer control can be achieved by using o combination comprised of 2 bigusnide, u
alitazone, and a sulfonylurea. Accordingly, such combinutions are espocially -

usettal in ireating diabetes and assisciated complicatione.

SUBSTITUTE SHEET (RULE 26)
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2.
SUMMARY OF THE INVENTION

This invention provides a method of treating diabetes by sdministering to
a supject in need of reatment a combination of a suifpnylurea amidiabitic agent
and an antidiabetic plitazone, together with a hiéumﬁde antidiabetic agent such as
m{:tlﬁ}rmin.’ of sitnply a glitazone together with a biguanide. The clinical data
presented herein establishas the uncxpected biological benelils achievable with
thesc combinations.

the sulfbn*}]urcas are a class of ct.!uﬁnqupds that have been widely
employed to tteat diabetes. Such compounds are well known, for exainple as
deseribed in United States Patent No. 3,454,633, 3,609,966, 2 968,158, 3 501,495,
3,708,484, 1668215, 3,654,357, and 3,097,242, Mast of Lhe suifonylurea

aidiabetics are delfined by the formula

A A -{'%l'

s )] —
%>_“\/- SO,NHCNH—B

where A is hydrogen, hulo, or an orpanic radical such as alkyl. sikanoyl, aryl,
aralkyl, heteroaryl, and cycloatkyl, and B is atkyl, cycloalkyl, and a heterocyelic
group such as hexahydroazepine. Preferred sulfonyiursas (o be employed are
those wharein A is chloro, alkyl such as methyl, or alky| substituted with aryl
mrbuny]. ot aryl éafbo:-:amidc}, [or inslance 3-chloro-F-methaxvbanzoyteihyl or
5-methyl-2-pyrazinylearbonylaminoethyl. 7

Especially prefomred sulfonylureas (¢ be employed i the combinations of
this invention are glyburide, gliquidone, ghipizide, tolbutarnide, tolazamide,
elizoxepid, chlevpropamide, ghbormuride, gliclazide, plimepiride, phenbulamide,
uml toteyelamide. | | .

According 1o ihis invention, the furegoing sulfonylureas arc used in
combination with a glitazone to treal diaberes and to improve: gl yccmic contral,
The glitazotes are a family of antidiahetic agents characterized as being
thisznlidinediones or related analogs. They are deseribed in Chrrent

Fharmagewrical Design, 1996;2:85-101. Typical glitazones have the formula

ZO
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Y

E— (cnz)n—o—Q‘ CHZ——'/qN“

S\<Z

wherenis 1,2, or 3, Y and Z independently are O or NH; and E is a cyclic or
hicyclic aromatic or non-aromatic ring, optionally containing a heteroatom

selected from oxygen or nitrogen.

5 Preferred glitazones have the formula
S
R4
(CH))—0 cu
R30 5&
RZ
wherein:

R1 and R2 independently are hydrogen or C)-Cs alkyl;

R3 is hydrogen, a C) -Cg aliphatic acyl group, an alicyclic acyl group. an aromatic

10 acyl group, a heterocyclic acyl group, an araliphatic acyl group, a (Cy-Cg

alkoxy) carbonyl group, or an aralkvloxycarbonyl group;

R4 and RS independently arc hydrogen, C-Cjs alkyl, Cy-Cs alkoxy, or R* and R3

together arc C1-C4 alkylenedioxy:;
W is -CH3-, >CQ, ur CHORS, where RY is any one of the atoms or groups

15 defined for R3 and may be the sume as or different from R3;
n, Y, and Z are as defined above, and pharmaceutically acceptable salts thereof.

An especially preferred gliazone is troglitazone having the formula
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CH, 8]
0 CH %
S\
O

Other glitazones that can be employed in this invention are described irt
United States Patent No. 5,457,109, which is incorporated herein by reference.
Other specific glitazones which are preferred include ciplitazone, pioglitazone,

englitazone, TA 174, which has the formula

and BRL 49633, which has the formula

CHy o

Z2aN 1!1—— CH-CH+—0
O’ 2~72 < > [ Ni-
N

~

0

Additionally preferred glitazoncs include:

S-(4-{2-[1-(4-2’-Pyridylphenyl)ethylidencaminooxylethoxy |benzyl |-
thiazolidine-2,4-dione;

5-(4-[5-Methoxy-3-methylimidazo[ 5,4-b|pyridin-2-yl-methox yv)benzyl]-
thiazolidine-2,4-dione, or its hydrochloride;

5-{4-(6-Methoxy- | -methylhenzimidazol-2-yl-methoxyhenzy! |-
thiazoiidine-2,4-dione;

5-[4-(1-Methylbenzimidazol-2-yImethoxy)benzyl]thiazolidine-2,4-dione;
and

7,
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5-[4-(5-Hydroxy-1,4,6,7-terramethylbenzimidazol-2-ylmethoxy Jbenzyl]-
thiazolidine-2.4-dione.

A typical biguanide is metformin. It typically is uscd clinically as a
pharmaceutically acceptable salt, preferably the hydrochloride salt. A commercial
form of metformin hydrochloride is available, and its chemical name 15 N,N-
dimethylimidodicarbonimidic diamide hydrochloride. Mcttormin hydrochloride

’

has the structura) formula

HiC ‘
N—C‘—Nil“ﬁ"’NH « HC1

-~ 1] 2

HiC' Nu N

As used herein, “metfonmin™ means the base compound as well as its
pharmaceutically acceptable salts. Metformin s used clinreally to manage
NIDDM, pariicularly in paticnis who are not effectively treated with a
sulfonylurca. While it is not chemically related to the sulfonylurcus, it rowtinely is
utilized in combination with a sulfonylurea, and has becit shown 1w be svnergistic

in some cases, Other biguanides can also be used.

BRIEF DESCRIPTION OQF THE FIGURES

Figure | - Dose response of CS-045 (troghitazone), pioglitazone, and
BRL-49653 (rosiglitazone) in causing reduction in red bloed cell counts in female
rats.

Figure 2 - Dose response of troglitazone, pioglitazonc, and rosiglitazone in
increases in brown adipose tissue in rats.

Figure 3 - Dose response of roghitazone, pioglitazone. and rosiglitazone in
increasing heart weight (mass) in rats.

Figure 4 - Dose response (ED7s) of troglitazone, pioplitazone, and
rosiglitazonc in causing a decrease in plasma glucose in KK mice.

Figure S - Dose response(ED74) of troglitazone, pioglitazone, and

rosiglitazone in decreasing plasma gliucose (%) in ZDF rats.

PCTAIS9/18140

75
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Figure 6 - Dose response of troglitazone, pioglitazone, and rosiglitazonc in
decreasing plasma glucose (%) in GK rats.

Figure 7 - Dose response of troglitazone, piogiitazone, and rosiglitazonc tn
decreasing plasma glucose (%) in db/db mice.

Figure 8 - Change in fasting plasma glucose (FPG) (£ SEM) during
metformin und troglitazone monotherapy and during metformin and troglitazone
combination therapy.

Figure 9 ~ Changes in FPG and post-prandial glucose (PPG {(+ SEM) a
3 months of monotherapy of metformin and of troghitazone.

Figure 10 — (A) Mean percent change in endogenous glucose production
{EGP) afier 3 months of monotherapy of metformin and of troglitazone. (B) Mean
percent change in plucose disposal rates (GDR) under hyperinsulinemic clamp
conditions after 3 months of monotherapy of metformin and of troglitazong.

Figure 11 - Changes in FPG and PPG after 3 months monotherapy of
metformin and of troglitazone, and after an additional 3 months of combination
therapy (mettormin and troglitazone).

Figure 12 — Change in hemoglobin Alc (HbA o) (£ SEM) during
3 months of monotherapy of metformin and troglitazone and after an additional

3 months of combination therapy (metformin and troglitazonc).

DETAILED DESCRIPTION OF THE INVENTION

According to this invention, a glitazone is used in combination with a
biguanide, or in combination with both a sulfonylurea and a biguanide. 1o treat
diabetes and to improve glycemic control in paticnts in need of treatment. The
compounds can be emploved individually, or can be combined in a single
formulation, for example as a tablet, capsule, syrup, solution, as well as controlled
release formulations. In a preferred embodiment, the sulfonylurea, biguanide, und
glitazone are formulated individually and administered in the same manner that
each is normally used clinically.

The dasage of cach agent wall vary depending upon the severity of the

disease, the frequency of administration. the particular agents and combinations
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utilized, and other factors routinely considered by an attending medical
practitioner. The sulfonylurca normally will be administered at a daily dose of
from about 0.25 my to about 500 myg, typically about 3 mg to about 250 mg. A
typical dosage for glyburide, for example, will be about 10 to about 20 mg per
day. The glitazones will normally be administered at doses from about 5 mg to
about 2500 mg per day, and more typically from about 50 mg to about 1500 mg
per day. A preferred glitazone is troglitazone, and it will be employed at doses
from about 100 mg to about 1000 my per day. A further preferred ghitazone is
rosiglitazone (BRI, 49653), and it will be employed at doscs of about 5§ mg to
about 10 mg per day. Anather preferred glitazone s pioglitazone, and it will be
employed at doses of about SO mg 10 about 200 mg per day. Metformin
hydrochloride will be administered al doses of about 300 mg to about 2000 mg per
day. It is available commereially in tablets which contain 500 mg and 850 mg of
active agent. Thesc can be given up to two times a duy or more.

Typical combinations to he employed according 1o Lhis invention thus
include troglitazone plus metformin, and troglitazone plus metformin plus a
sulfonylurea such as glvburide. Another typical and preferred combination is
rosiglitazone plus metformin, and rosiglitazone plus metformin plus a
sulfonylurca such as glvburide. Sull another preferred combination is pioglilazone
plus metformin. and pioglitazone plus metformin plus a sulfonylurea such as
glyburide. These combinations produce better than expected control of NIDDM.

The invention provides compositions of antidiabetic agents, for example.
met{ormin and a glitazone, as well as metformin, a sulfonylurca and u glitazone,
and a method of treating diabetes and controlling glveemic conditions comprising
administering to a patient in need of treatment an cffective amount of metformin
and a glitazune, or metformin, a sulfonylurea and an effective amount of o
glitazone. When the sulfonylurea and glitazone are formulated together, the
compositions will contain about one to about 1000 parts by weight of
sulfonylurea, and about 1000 10 about one part by weight glitazone, For example,
a typical composition of glyburide and troglitazone will contain aboul 12 mg of
glyburide and zbout 500 mg of troglitazone. Such combination will be
administered 10 an adult patient about once each day to achieve a desired glycemic

control. Mctformin can be combined directly with a glitazone such as troglitazone.
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Typical doses will be about 500 mg of metformin and about 300 to 600 mg of
troglitazone. A typical three-way composition includes 12 mg of glvburide,
400 mg of troglitazone, and 500 mg of metformin.

The campositiing may contain common cxcipients and carriers such as
starch, sucrase, talc, gelatin, methylcellulosc, and magnesium stearate. The
compositions will normally be made for oral administration, for instance as tablets
or capsulcs, but also may be in the form of aqueous suspensions or solutions,
suppositories, slow release forms. for example employing an osmotc pump. skin
patch, or the like.

‘The method of weating diabetes employing a combination provided by this
invention has been established in a long-term controlled clinical evaluation. A
typical studyv determined the efficacy and safety of troglitazone alone and in
combination with the sulfonylurea glyburide for the treatment of non-insulin
dependent diabetes mellitus (NIDDM). This study targeted the scgment of the
NIDDM population in which the disease state has progressed to a point where
maximum doscs of sulfonylureas no longer produce adequate glycemic control.
Thesc patieats arc at a stage where the maximally stimulated pancreatic insulin
secretion does not keep up with the increasing demand. Since the unstimulated
(abscnce of sulfonvlurca) insulin secretory capacity of the heta cells is very low in
this population, reversing insulin resistance alone would be of partial benctit.
Therefore, maintaining a level of sumulated insulin secretion with a sulfonylurca
while adding troglitazone 10 improve insulin sensitivity could provide a level of
glycemic control unattainable by either medication alone.

A pnmary objcctive of the study was to assess the efficacy of troglitazone
alone or in combination with micronized plyburide in patients with NIDDM by
comparing changes in markers of glveemic and lipid homuostasis over 1 vear ot
treatment. Long-term safcty was aiso an objective of this study, ussesscd by
adverse events and clinical laboratory data.

The cftect of treatment on the pattern of post-prundial glucosc tolerance
(standard 2-hour meal tolerance test) was determined in a subset of patients. In
addition, heart mass and function {echocardiographic procedure) were monitored

in & subsct of patients.

PCTUS9/18140
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Based upon Lhis study. the U.S. Food and Drug Administration has now
approved the use of troglitazene in combination with sulfonylurcas in the
treatment of type 1] diabetes. I'roglitazone is now routinely used clmically in
combination with sulfonylureas, especially glyburide. A brief summary of the
results of the 12-month, 30-center clinical trial study in 532 patients {s presentad

bhelow.

Overview

Troglitazone monotherapy and troglitazone/glyburide combinstion therapy
were well-tolerated throughout the study. Gverall, 70% of patients treated with
troglitazone monotherapy had adverse events compared with 90% of patients
treatcd with glyburide (control) therapy. Paticnts treated with combination therapy
had an incidence of adverse events stmilar to glyburide therapy, 91%. 'T'o what
extent the high dropout rate for troglitazone monotherapy affected the incidence
of adverse events is not known.

In general. the incidenee of adverse events was not influenced by age or
menopausal status. Overall, patients treated with combination therapy had a higher
incidence of associated adverse events (26%) compared with those treated with
glyburide (10%).

The incidence of serious adverse events was similar across all treatiments;

the percent of patients withdrawn for adverse events was 8% across treatments,

Clinical Laboratory Measnrements

Changes From Baseline to Outside Normal Range

Baseline clinical laboratory parameters were compared with values at the
end of the study (last visit) to identify any abnormal trends. The percent of
patients with increases or decreases in laboratory values werce caleulated based on
the number of paticnts at risk for changes outside of the reference range; i.e.,
paticnts with low or high values at baseline were not considered at risk for a
decreasc or increase, respuctively,

Ne clinically adverse trends were noted in any laboratory parameter.
However, dramatic improvement (i.c.. decreases) in urine glucose for all

combination therapy groups was evident.

7
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Clinicullv Important Changes

The Guidelines for Evaluation of Clinical Laboratory Values were used o
tdemtify thuse patients that may have had a clinically important change in one or
more laboratory values at any point during the study. Laboratory results were then
reviewed for these panicular patients to determine which patients actually had
clinically important changes 1n a given luborutory parameter. Minimal changes
occurred within any laboratory parameter across all treatments.

Patients meeling criteria for climeally important changes are discussed
below. A greater number of patients treated with troglitazone combination therapy
than troglitazone monotherzpy had laborstory changes meeting clinically
meantngful change criteria. One patient had stgnificantly elevated ALT and AST
which was considered attributable to study drug by the investigator and which
causality cannot be confidently ruled out: Patient 4, Center 16. expericneed
significantly elevated ALT (1155 U/L) and AST (458 U/L) following 57 davs of
troglitazone 600 mg combination therapy and receiving a flu vacoine. ALT and

AST retumed to bascline levels 49 days after therapy was withdrawn,

Specific Laboratory Parameters

Hematology: Minimal changes occurred with any of the hematological
parameters. Changes that met criteria for possible clinical importance were
increases or decreases within the normal range or transient changes that
subsequently resolved. Patients meeting ¢lintcally important changes in
hematelogy parameters are noted here. Thirty-four patients had changes in
hemoglobin or hematocrit or hoth meeting criteria for clinically meaning(ul
change. Scven patients had mildly transient decreases which returned to baseline
levels while remaining on troglitazone (3 patients; twe on 400 mg, one an

600 mg) or troglitazone combination (4 patients; three on 400 mg/12 mg, one on
600 mg/I2 mg). Eight patients had slight decreases within the nermal range or
were near the lower normal limit at haseline and dropped below normal limits
during the study, and hemoglobin or hematocrit levels remained stable throughout
the study. Eight paticnts had levels below nosnal reference limits for hemoglobin

or hematocrit at baseline and remained below normal limns throughout the study,

S
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none werc withdrawn for this reason. Fourteen patients had decreases in
hemoglobin and hematocrit secondary to blood loss for several reasons, e.g., wcute
bleeding due 10 automobile accident, rectal bleeding due to hemorthoids, donated
blood, blceding ulcer (2 patients), CABG surgery (4 patients). Two of these

5 patients were consuming up to 50 concurrent medications and two additional
patients had severe infections associated temporally with decreased hemoglobin
and hematocrit. Aficr thorough review of patient laboratory data, no patient
experienced clinically important decreases in any hematological parameter that

can be directly attributable to troglitazone,

10 Liver Enzymes: Thirteen patients had clinically meamingful elevations in ALT,
AST, or both, Three of these patients were terminated due to enzymes clevations;
all were followed and enzymes returned to either baseline or within normal limits.
Four additional patients had transient elcvations which resolved while remaining
on troglitazone or troglitazone cambination. Two patients on troglitazonc 600 me

15 combination, three on troglitazone 300 mg combination, and one patient on
troglitazone 200 mg monotherapy had mildly elevated (<3 X upper normal limit)
at the end of the study. Three of these patients were concomitantly using many
additional medications for concurrent iliness which cannot be ruled out as causat

or contributory to their elevated enzymes.

20 DISCUSSION _

Although troglitazone enhances insulin action at the cellular level. it docs
not stimulate insulin release nor does it mimic its action. The therapeutic henefits
of troglitazone wreatment depend on the availability of adeguale amounts of
insulin, The addition of troglitazone w concurrent sulfonylurea treatment provides

25 4 balance of stimulated release of insulin while ameliorating insulin resistance.
The results obtained in this study suppart this hypothesis and provide cvidence of
significant improvement in glycemic control of patients with very few remaining

therapeutic options,
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Glycemic Parameters
The mean change from baseline in FSG for the 600T/12G arm was
-56 mg/dL, representing a difference af -79 mg/di. from the control arm. The

improvement in FSG is confirmed by a mean change from baseline in HbA | of

-1.75% in the same treatient arm, a difference of -2.65% from the active contrul
arm. Approximately 60% of patients in the 600T/12g arm rcached an HbA | Jevel
£8%. The magnitude of these changes represent an impressive improvement in
glycemic contral without the use of exogenous insulin, Although the glycemic
tmprovements observed in the 400T/12G and the 2001712G arms were less
pronounced, these data provide the raionale for titration based on the level of
glycemic control.

The results of the troglitazone monolherapy treatment arms, on the other
hand, should be interpreted carefully. Considering the slow acting properties of
troglitazone, an immediate switch from sulfonylures 1o troglitazone would causc a
deterioration in glycemic contro! before any improvement is observed. Moreover,
the immediate switch in patients who are already in poor contra! would worsen
the degrce of glucose toxicity and make adequate glycemic control even harder to
achieve. This situation was observed in the monotherapy arms. Those paticnts
were swilched from the maximum dose of glyburide to troglitazonc monotherapy
at the time of randomization. Consequently, glycemic control in the majority of
paticnts worsencd, and patients with excessive hyperglycemia were withdrawn
from the study for safety purposcs. Due to the nature of the 1TT analysis with
LOCF, the average change in FSG and 1bA ¢ is reflective of the high glveemic
valucs of patients who discontinued early. In other words, the higher the early
dropout rate, the worse the end of study results would appear. This is especially
the case in the T200 arm since the dropout rate due to Lack of efhicacy reached
almost 60%. Therefore, the results of the ITT analysis in this casc are not a good
retlection of the true response of all patients. On the other hand, the resualts of the
completers analysis represent a bias_in (avor of trogiitazonc. The completers
analysis would effectively select the sub-population who are more likely 10
respond to study medication. The true response of these treatment arms is more

likely to lic somewhere betwecen the results of the YTT and completers
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populations. Nevertheless, the clinical interpretation of these data indicates that
switching patients from sutfonylurea use, particularly those on high doses, to
troglitazone monotherapy is not an appropriate therapeutic approach.

Troglitazone should he added (o current wreatment regimens of a
sulfonylurea beginning at 200 mg and increasing up to 600 mg as needed t©
optimize glycemic control. As patients reach target goals of glycemic control, the
dose of sulfonvlurea may he reduced or even eliminated bascd on the level of
glycemic control. Hence, in these patiens (sulfonylurca failures). woglitazone as
monotherapy is achieved only if warranted based upon glycemic control
parameters. Fuced with the alternative of reducing the dosage of one of the agents,
the pathophysiology of the disease should be constdered. Treating the basic defect
of type 11 dhabetes, i.e., insulin resistance, should take precedence aver exhausting
pancreatic insulin secretion by sulfonylurea stimulation. Therefore, as glycemic
contro! improves the sulfonylurea should he considered for dose reduction or even
discontinuation if indicated. Troghitazone alone can be effective in naive patients
who are not well-controlled on diet and exercise but have not been managed on
oral agents. The deficit in the insulin secretory capacity of naive paticnts i3
generally retative, and the improvement in insulin sensitivity may be sutticient 1o

restore normoglycemia.

Insulin, C-peptide, and Meal Tolerance Test

The insulin reduction observed in the combination treatment arms rellects
an improvement in insulin sensitivity since the lower insulin level is associated
with significant decreases in FSG and HbA | rather than increases. The direction
of the chunge in the fasting levels of insulin and serum glucose is mirrored by
similur changes in the AUC of the insulin and serum glucose during the meal
tolerance kest for the combination arms. The improved insulin sensitivity lcads to
a reduced demand on pancreatic sceretion of insulin, & desirable outcome given
the natural progression of the disease.

The magnitude of the reduction in insulin in the monothcrapy arms is
greater than that observed in the various combination arms. While a similar
reduction between the monotherapy and the combination treatmens arms would

have been expected based upon enhanced insulin acuvity. the additional decrease
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in insulin levels may be attributed to the removal of sulfonylurca-stimulated
insulin sceretion. Finally, the reduction observed in the controd arm (micronized
glyburide) may be attributed 1o gradual degradation of the pancreatic seerctory
function or sccondary failure 1ypically observed with sulfonylurca treatment over
time. This change cannot be attributed to improvements in insulin scnsitivity,
since FSG levels increased and did not decrease. The observed changes in insulin
fevels were confumed by similar changes in direction and magnitude in C-peptide

tevels for all treatment arms.

Lipid Parameters

The classical manifestations of insulin resistance in a diabetic population
are clevated triglycerides and low levels of HDL. Therciore, the reversal of insulin
resistance should be expected to elicit favorable changes in these lipid parameters,
as observed in this study. Although statistical significance was reached in some
(but not all) treatment arms, the general trend of the changes is consistent with the
reversal of insulin resistance, b.e., a reduction in trigiycerides and an increasc in
HDL. The reduction in insulin levels and resuhant increase in lipoprotein lipasc
(LPL.) activity could be responsible for the triglyceride and HD1. changes. Modest
increases of minimal clinical significance in total cholestero) and LDL were
observed in the monotherapy arms. Similar, but less pronounced changes were
abserved 1n the combination arms. It is important to notc that LDL levels were
measured directly and not calculated indirectly from trniglvecrides and cholesterol
levels using the Freidwald formula. Both LDL and cholesterol are relatively
constant purameters and are not affceted by the lasting state of the patient.
Triglycerides, however, are extremely variable. and affected by the fasting statc of
the patient. This variability could explain the fact that a clinically desirable mean
reduction 1 excess of 30 mg/dL observed in the T600/G12 group did not reach
statistical significance. In contrast, the magnitude of change in bath cholesterol
and LDL was of little clinical signiticance (only 4%-7% in the combination
treatment arms) but was statistically-significant,

Lipid changes observed in this study are consistent with results from prior
studies. The favorable change in triglycerides, [IDL, and FFA are contrasted by

minimal increases in total cholesterol. LDL, Lp(a). and no changes in /\fm (Al
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and Apo (B). Collectively, these changes may be interpreted as having a
potentially beneficial impact un atherogenic risk. It should be noted that paticuts
with elevated triglycerides levels could potentialty benetit from troglitazone
treatment amd provide synergism to the management of their dyslipidemia since
clevated triglyeeride Jevels are recognized as an independent risk {actor for

cardiovascular discase,

Blood Pressure

o statistically or clinically significant changes were obsuerved in systolic
blood pressure at the end of the study. Mean diastolic hlood pressure, however,
decrcased significantly (p <0.05) for patients treatcd with 600 mp/12 my
combination therapy. A reduction in diastolic BP is consistent with similur
obscrvation in other troglitazone studies. The dircction and magniwde of ihe DBRP
change ofters a clinicalty desirable endpoint in this population. Given the fact that
hypenensive paticnts were excluded from this study, only minor changes would
he expected. Since this study was not powered to detect small changes in blood
pressure, the direction of the observed change siill represents a desitable change in
this population. The reduction in diastolic BP is corroborated by a deerease in the
calcutated peripheral resistance in the subgroup of paticnts that underwent cardiac
outpul measurements in ths study. This change in BP could result indirectly from
reversing insulin resistance and amehoration of hyperinsulinemia. or alternatively,

from a direct action of woghtazone on peripheral vasculature.

Weight

A statistically significant increase in weight was observed in the
combination arms in cantrast to the troglitazone monetherapy urms in which
modest weight losses of | to 7 1bs werc seen. While the magnilude of the change
is relatively smal) (approximately 6%), minor increascs in weight in this
population should be carefully monitored. The Fact that weight increases were
observed in the combination thcrapy arms only and not the monotherapy arms is
sugpestive of factors other than troglitazone therapy being responsible for weight
increases, Several factors may have contributed o weight gain in this study. The

fact that weight gain was mainly observed in reatment arms ascociated with
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improved plycemic control suggests that dinintshed glyeosuria may be
contrtbuting to weight gain. The weight icrease may possibly be a result of
potentiation of the known affect of suifonylurea therapy on weight gain. In
addition, paticnts in this study were instructed on a weight maintenance diet for
the duration of the study. Appropriate diabetic diet instructions targeting ideal
body weight was not implemented in this study. Finally. improving hyperglyeemia
and achieving target glvcemic control in this population is a disincentive to
maintain strict caloric and sugar intake. In clinical practice. diet and exeretse

should be strongly emphasized to avoid potential weight gpain,

Sufety

‘Troglitazone, both as mono- and combination therapy, was well-tolerated
during the study. The overall adverse event profile of woglitazone/glyburide
combination therapy was similar to the adverse event profile of glyburide
monotherapy. Most adverse events occurred at the lower incidence in patients
treated with troglitazone monoiherapy compared with the patiemts treated with
gtyburide monotherapy. ‘This may be atiributed (o a better adverse event profile
for troglitazone and may in part be due 10 the high dropout rate for patieats treated
with troglitazone monotherapy. Tolerance was also evident by the rare occurrence
of unacceptable levels of clinical laboratory parameters; most of these accurrences

resolved while study treatment continued.

Summaury

In summary, paticnts with type 11 diabetes receiving maximum doses of
sulfonylurea have very few oral therapeutic options remaining. Aside from insulin
resistance, the ballmark of the disease at this stage is mainly a diminished
pancreatic response Lo glucose stimulus. Improving insulin resistance is of greut
benefit when added 1o a current regimen capable of stimulating insulin releasc
(e.g., sulfonylurea). Combination therapy of woglitazone und sulfonylurea appears
to be safe and well-tolerated and can result in significant improvemenl in
glycemic control. It should be noted that patients on maximum doses of a
sulionylurea should not be switched te troglitazone monotherapy. Munotherapy

should only he achicved 1f indicated by downward titration of the sulfonyvluren
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dese. Finaily, application of the resulis of this study should not be fimited to
patients who fail on maximum doscs of sulfonylurca therapy but aiso extended to

patients on lowuer doses of a sulfonyiurea.

CONCLUSIONS

Troglitazone/glyburide combination therapy is well-tolerated und
significantly (p <0.0001) impraves glycemic control over a 52-weck period at
dases of 200 mp/12 mg to 600 mg/ 12 my compared with givburide monotherapy
in patients with NIDDM who are not adequately controlted on sulfonylurca
therapy.

Another glitazone, namety BRL 49653 (now known as rosiglitazone,
“RSG"™), has undergone clinical evaluation and has demonstrated egood efTicacy in
controlling glycemia in pattents with type M diabetes. Rosiglitazone was evaluated
in a multi-center, piacebo-controlled trial. In this study, 493 paticats with a fasting
giucosc bewween 7.8 mmol/L and 16.7 mmol/l. were randomly assigned 1o
treatment with placebo or rosiglitazone given at 4 mg or 8 mg per day. The
rosiglitazonc was administered as a twice-daily regimen for 26 weeks. tollowing a
4-week placebo run-in period. The baseline demographic and metabolic

characleristics of the patient population 1s given in Table 1.
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TABLE 1. Baselinc Demographic and Metabohc Characteristics

‘Treamment Group

Baseline Characienistics, Placebo RSG 4 mpfday  RSG 8 myfday
(%o} {n=158) (n=166) (0= 169)
Age (vears)

Mecan £SD 388109 396498 607393

Range J6-81 39-79 38-80
Sex

Mulcs 104 107 13

Females 54 59 56
Duration of Diabetes (years)

Mean 4.6 48 54
Previous Therapy

Dict only 45 44 45

Previous oral agents 113 122 124
FPGa (mmuol/l.)

Mcan #SD 127335 126 +3.4 122135

Range 6.44-20.76 5.61.23.59 5.61-21.54
HbA b (2%)

Mean £SD 9.0+ 1.66 9.0+ 1.52 8.8+ 1.5

Range 5.2-133 5.9-139 5.9-13.0
C-Peptidet (mmol/L)

Mean £5D 1.00 £ 0,42 1.02+043 0.99 £ 047

Ranpe 0.26-2.71 0.23-2.34 0.3-2.90
BMI (kg/m2)

Mean £SD 299+£4.13 302410 291 + 385

Range 21.2-38.2 19.2-39.5 21.5-37.9

a4 Normal range, for Ages 13-49, 3.89-6.38 mmol/L; for Apes 250 years,
3.89-0.94 mmol/T,

b Normal range, <6.5% of total hemoglobin

¢ WNormal range, 0.26-1.32 nmol/1.

The patients were monitored throughout the siudy for fasting plasma
glucose levels in their blood (FPG in mmol/L). and for their blood Jevels of

Hemoglobin Ao (HbA ) relative 0 baselinc characteristics, The results of the

26-week trial are presented in Table 2.
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TABLE 2. Glucose-Lowerning Effect of Rosiglituzone
Placebo RSG 4 mg.fci:y_ RSG R mg/day

{n=158) (n=1606) (1= 169)
FPG (mmol/L)-Taseline 12.7 12.6 12.2
Mcan A From Bascline (SD)  +3.05 (3.58) -2.133291) S.00(2.89)
Comparison With Placebo@ . -3.20 -4.22%
95% (I - (-3.94,-2.48) (-4.95,-3.49)
FPG (mg/dL)-Bascline 2288 2269 219.7
Mean A From Baseline (SE) 18.9(5.1) 384 4.1) -34.00{3.9)
Comparison With Placcbo# - -7 -78%
93% Cl .- (-70.9, 44.67  (-89.2.-62.9)
HbA 1 (%o)-Baseline 9.04 9,02 R.75
Mean A From Basciine (SD)  +0.92 (1.21)  -0.28 (1.27) -0.56 (1.38)
Comparison With Placebo® - L2t -1.54%
5% C) - (-1.52.-0.89)  (-1.85,-1.22)

8 Adjusted meun difference
* p<0.0001,

The data presented in Table 2 demonstrate that rostglitiazone at 4 and
& mg/day has a glucose-lowering effect compared to placebo-teeated patients and
10 baseline. In a further anaiysis. the change from baselineg in HbA ¢ in a subset of
patients who had previously failed to be conuralled on dictary therapy alone
demonstrated a greater change from bascline in the patients treated with

rosightazone. Thesc results are shown in Table 3.

TABLE 3. Effect of Rosiglitazone in Diet-Failure Subset

Placebo 4 mgsday 8 mgrday
HbA i (%) (Diet-Failure Subset)
n= 45 44 45
Raseline 85 875 8.51

Mean A From Baseline (ST) 047 (1.14) 083 (093 L9 (L84

—————— e p———

Q4
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The data in Table 3 establish that rosiglitazone at 4 mafday caused a §.3%
reduchion in HoA ¢ relative placebo-ti'eatcd controls. and at 8 mg/day. caused a
1.38% rcduction compared to placebo.

As noted above. rosiglitazone is a preferred glitazone to be combined with

th

a sulfonylurca according to this invention. The sulfonylurea will be emmploved i a
dose of about 0.25 mg to about 500 mg, typically from about 3 mg to about
250 mg. The rosiglitazone will be administered at a dosc of about 3 1o ahous
2500 mig per day, and morc typically at a dose of about 5 my to ahout 30 mg.
Additional cxamples of combination therapy according to this invention
10 wilt empioy the glitazone BRL 49653 1ogether with a sulfonylurea selected from
glvburide, chlorpropamide. tolbutamide, and glipizide. Another combination will
be the glitazone TA 174 in combination with a sulfonviurea selected froun
glisuxepid, acetohexamide, glibornuride, and tolazamide. Still another

combination provided by this invention is cnglitazone wogether with glibornuride,

,_..
LA

plyburide, or glisoxepid. Further preferred combinations include pioghitazone with
tolbutamide, glipizide, glyburide, or glibornuride.

Several studies have been conducted showing the bencticial effects of
pioglitazone, “Pi.” ({)-5-[p-[2-(5-ethyl-2-pyridyl)cthoxybenzyl]-2 4-
thiazolidinedione hydrochloride), both alone and in combination with
20 sulfonylurcas, tn controlling and promoting hepatic glucose uptake in patients
having NIDDM. One such clinical trial used 20 patients having a mear nge of
5824 9.4 (13 males, 7 females). All patients were controlling their blood glucose
by dict alone or hy taking a sulfonylurea. After establishing cach patient’s

baseline insulin sensitivity, pioglitazone was administered orally ot a dosc of

| O]
wh

30 mg/day. cvery marnming for 3 months, At the end of the 3-month treatment
period, fasting plasma glucose (FPGY level significantly {p <0.013 deercased from
11U £ 1.5 mmolditer 1o 8.9 £ 1.1 mmol/liter. Hemoglobin A ¢ level significantly
fell from 9.2 £ 1.8% 1o 834 1.5% (p <0.01). Fasting serum insulin and C peptide
levels decreased from 83 £ 36 pmol/liter and 0,62 £ 0.21 nmaliliter 1o 66 £

30 29 pmol:hiter and 0.58 £ 0.23 mmol/iiter, respectively. These results demaonstrate

that pioglitazone cnhances the insuhin action in NIDDM paticnis on diet alone or
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on concomitant sulfonylurca use, and thereby improves both plasma glucosc level
and lipid protiles.

In another study, pioglitazone was administered in comhination with
glipizide (Gl). In a two period cross-over study in 16 normal volunteers, patients
reecived placebo (Pb) plus § mg of glipizide, or pioglitazone (45 mg/day) plus
5 mg/day of glipizide. The patients were dosed for 7 days on one treatment. and
then for the following 7 days on the alternate reatment. The pharmecokinctic
(PK) eftects of multiple doses of pioglitazone on steady state glipizide levels was

determined. The plasma glipizide YK parameters are shown in Tablc 4,

TABLE 4

Steady State Glipizine PK Parameters
PK Parameter Pb + Gl Mean (SD) Pi+ Gl Mean (SD)
AUC(0-inl) 1884  (685) 1833 (684)
Cmax (ng/mL) 367  (68.4) 332 420
Tmax (hr) 23 (1.2) 2.7 (12)
Kel (1/hr) 0214 (0.0524) 0222 (0.0516)
112 el {hr) 3.1 (1.33) 339 (L3n
CV¥ (Lthr) 2.85  (0.624) 2.94  (0.679)
Vd/F (L) 135 (1.60) 134

(1.55)

The PK and statistical analyses of the data indicate that the
coadministration of Pi did not alter the disposition or steady-state PK
charactceristics of Gl. No serious adverse cvents and no clinically significant trends
in vital signs, physical findings, or ciinical laboratory tests were observed.

In another study in patients, piogiitazonc atone, and logether with
sulfonylurcas, significantly increased hepatic glucose uptake (HGL). Thirty
paticnts were selected for the trizl. Four controlled their blood glucose on dict
alone: the rematning 26 were taking a sulfonylurea. T'wenty-one palients were
given 30 mg of pioglitazone daily for 12 weeks. Nine paticnts (one on diet alone,
8 on sulfonylurca drugs). were given placebo. The group receiving pioglitazone

showed an increase in HGU from 28.5+ 19.4 10 59.4 £ 27.1. a2 12% increase in
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hepatic glucose uptake. The group receiving placebo showed no significan
change in hepatie glucose uplake.

As noted above, the glisazoncs arc a class of thiazolidinediones which have
been shown to enhance hepatic and peripherat glucose uptake in animals,
including humans, and arc thus useful for treating diabetes mellitus. AN of the
glitazonc compounds opcrate by the same mechanism within an animal system.
Scveral studizs have established the close similarity in biological activity of
various glitazones trom within the thiazolidinedione ¢lass. For example,
troglitazone, pioglilazonc, and rosiglitazone all cause a slight reduction in red
blood cell counts when administered at various dosages w female rats (Figure 1).
Similarly, all three glitazones have about the same negligible ¢ffect on brown
adiposc lissue weight changes in rats (Figure 2). Ploglitazone causes a slight
increase in heart weight, whereas troglitazone has essentially no affect, and
rosiglitazone causes an increase only at higher dose levels (Figure 3). When tested
n various mouse models, all lfxree. glitazones causcd a substantial decrease in
plasma glucose levels in a dose dependent fushion (Figures 4. 5, 6, and 7).

The foregoing studies estublish that the glitazones are a class of
antidiabetic agents which exert a very simiiar spectrum of biological eftects in
animals. The studies also establish the ability of the glitazones to be used in
combination with a sulfonylurea for the significant increase in hepatic glucose
uptake, and the dramatic reduction in plasma glucese levels. The combinations are
thus particutarly well suited 1o the trecatment of type 2 diabetes, and can be utitized
in the trcatment of impaired glucose tolerance in order to even prevent or delay
the onsel of NIDDM,

The glitazones can also be utilized in combination with a biguanide such
as metformin, as well as in combination with a biguanide plus « sulfonylurea.
Several clinical trials have established the unexpected biological efficacy that is
achicved with a combination of roglitazone and metformin, as well as
troglitazone, metformin, and plyburide.

In ane ciinical trial, patients were treated with monotherapy of metformin
or troglitazone for 3 months, folivwed by combination therapy for 3 months.,
Twenty-nine patients diagnosed as having NIDIDM were randomized. Fifteen

subjects reccived metfarmin monotherapy, H00 mg orallv twice a day for
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3 months, A group of 14 subjects were dosed orally with 400 mg of troglitazone
once daily for 3 months. One paticnt randomized to troglitazone terminated A
participation afier 2 wecks, One patient from each group completed the 3-month
monotherapy phasc, but withdrew prior to initiation of combination therapy. Two
additional subjccis, initially in the troglitazone monotherapy group, later withdrew
from the combination phase before completion. The baseline characteristics ot all

subjects following the 3-month monotherapy phase are given in Tuble S below.

TABLES. Baseline Characteristics of Subjects Who Completed the 3-Month
Monotherapy Phase of the Trial

Metformin Troglitazone p=
Group {n=135) Group (n = 13)
Age (years) S1 (t3) 53 (x2) 032 (NS)
Weight (kg) 99 (+4) 96 (+7) 0.68 (NS)
BMI (kg/m?2) 337 (£ 1.8) 34.0 (£2.3) 0.94 (NS)
FPG (afler “wash-out™) 287 (+22) 275 (£21) 0.71 (NS$)
HbAj¢ (at screening) 9.8 (£0.5) 9.3 (£0.5) 0.42 (NS)
Fasting insulin 24 (£ IS &ED 0.16 (NS)
Fasting C-peptide 19 (2 0.1) 23 (£0.2) 0.13 (NS)

The patienis were evenly matched for age, body mass index (BMY), fasting plasma

glucose (FPG), HbA|¢, and fasting insulin and C-peptide. The treatmem group

was in general obese, moderately diabetic, and had a mean BMI of33.5 kg:’mf-', a
mean HbA). (prior to starting the study) of 9.6%, and a mean FPG of 280 mg/dL.
After the iniual 3-month period of monotherapy, the remaining subjects
were dosed with a combination of metformin and troglitazone (1000 mg
metformin BID, 400 mg troglitazone QD) tor an additional 3-month period.
At 3 months on monotherapy, both metformin and troglitazone caused a
20% decrease from baseline of FPG; 58 mg/dL and 54 mg/dL., ‘rcspcctivcly

(Figure 8). HbA| levels did not chahge significantly with either drug. Meun post-

prandial glucose decreased about 25% for both groups (metformin 87 mg/dL.,

troglitazone 83 mg/dL), as shown in Figure 9. Post-prandiat circutatiny insutin

2\
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and C-peptide decreases were insigniticantly different from baseline for both
treatment groups. Foltowing a 12-hour fasting period, all subjects were given a
hyperinsulinemic-englycemic clamp assay. After the 3-manth monotherapy
treatment, EGP decreased from 108 to 87 mg’mzimin (18%) in the metformin-
treated proup (Figure 10A), while troglitazone had no effect on EGP (Figure 10R).
In contrast, metformin causcd tess than 27% increase in glucose disposal rate
(GDP) (240 1o 272 mg/m2/min) (Figure 10B), whereas troglitazone caused a 97%
increase (17210 265 mp/m2imin) (Figure 10B).

When the study paticnts were given the combination of metformin and
troglitazone for 3 months, dramatic and unexpected effects were observed. Fasting
plasma glucose levels decreased an additional 18% (41 mg/dL) as shown in
Figure §. Compared to baseline values, the mean decrease in FPG in all subjects
over the entire 6-month treatiment period was 98 mg/dL, or 35%. During the meal
welerance test, combination therapy caused an additional 21% decrease in plasma
glucose (P(3), or 54 mg/dL (Figure i 1). During the entir¢c 6~-month treatment
period, wotal PG fell 41% or 140mg/dL. HbA | levels decreased 1.2% during the
combination therapy (Figure 12).

The foregoing study establishes that the combination of metformin and
troglitazone causes a clinically significant and uncxpected further lowering of
both fasting and post-prandial glucose compared to cither agent uscd alone. The
combination provided by this invention thus provides turther improvement in
glucose control, without simulation of insulin seceetion,

Even more surprising are the clinical resulis observed when using u three-
way combination of biguanide, sulfonylures, and glitazone. A clinical trial was
carried out asscssing the effects of metformin, glyburide, and troglitazone when
compared to a typical treatment, regimen of giyburide and metfonmin. Two
hundred NIDDM patients were enrolled in a double-blind, randomized, placebo-
controlled multicenter studv. All enrolled patients had compromisced glycemic
control and were currently treated with a sulfonylurea (comparable in dosage 1o at
least 20 mg of glyburide) and at least 1500 mg of metformin daity. Of the
200 patients enrolled, 178 completed the 24-weck trial. The study population

consisted of §7% males, 43% females, with median age of 59. Patients had an
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average duration of NIDDM of 11.3 vears. The poputation had an average weigh
of 85 kg (187 Ibs). and BMI of 30.1 kg/m?. At the start of the trial, 101 patiens
received orzl dosing of troglitazone {400 mg once daily). a sulfonylurea (S1)), and
metformin. The control group ot 99 subjects rcecived a sulfonylurea and
metformin. The primary efticacy parameter measured was HbAj.. Secondary
cfticacy paramctcrs were FSG, C-peptide, scrum total insulin, BMI weight,
triglycerides, total cholesterol (TC), high-density lipoprotein (HDL). and low-
density lipeprotein (LDL). Baseline glycemic levels at the start of the: trial were:
FHbA}: 9.7%; FPG: 234 mgrdl: circulating insulin level: 14.4 uIN/mL;
C-peptide: 3.4 ng/ml. The results of the clinical study after 24 weeks of treatinent

are presented in Table 6.

TABLE 6. Changes From Baseline at 24 Weeks

St + SU + Metformin Adjusted
Metformin + Troglitazone Difference

HbA|. +0.1 ] -13  (p <0.001) -1.4
FPG +0 -42  (p <€0.001) -48
Circulating Insulin +1.4 -2.8 (p<0.001) -3.3
C-peplide 0 -02 (p=0.16) -0.2
Triglycerides +43 36 (p=0.07 -67
Total Colesterol +6 +8 (p=0.05) 4.8
HDIL. +1 +4 (p=0.01) 3

LDL +2 +11 (p=0.002) 9

In the foregoing study. plasma glucose levels were reduced by 42 my/dL. at
Week 8 in the group receiving the triple combination. This is a dramatically rapid
reduction in FPG, showing the unexpectedly fast onset of action achieved with the
triple combination, and the synergy associated with metformin, sullonylurea, and
glitazonc. This represents good glycemic control in about one-half the time period
normally observed in clinical settings using antidiabetic agents in monotherapy, or
even using a combination of sulfonylurea and biguanide, Equally surprising was
the dramatic reduction in endogenous insulin (19%) caused by the triplc

combination. Morcover, while the sulfonylurea/metformin combination had no
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cffect on C-peptide levels, the triple combination of sulfonylurca/biguanide/
glitazone caused a 7% reduction. Similarly, while the sulfonylurea/metformin
treated group had an mcrease in tnglycerides of 43 my/dL. the sulfanylurca/

elitazonce/biguanide combination caused a reduction of 36 me/dL.

The forcgoing clinical trial establishes that threc-way combinations of
sulfonylurea‘biguanide/glivazone are surprisingly effective at reducing FIbAj.. and
cause o very rapid and significant reduction in plasma glucose levels. Such
combinations are especially well-suited 1o rapidly bringing under control a patient
suffering from NIDDM and having dangerously high levels of plasma glucose.
Another important and significant aspect of the foregoing clinical rial is the (act
thar the patients experienced very few adverse events. and the dropout rate was

extremely low.
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CLAIMS

What is claimed is:

o

[ %)

1)

6.

10.

A composition comprising a sulfonylurea antidiabetic agent. a glitazone

antidiabetic agent, and a biguanide antidiabetic agent.

A composition of Claim 1 wherein the sulfonylurca is selected from
elisoxepid, glyburide, acetohexamide, chlorpropamide, glisornuride,
tolbutanide, tolazamide, glipizide, gliclazide, gliguidone, glvhexamide,

phenbutamide, and tolcyclamide.

A composition of Claim 2 whercin the glitazone is selccted from

pioglitazone, troglitazone, and rosighitazone.

A composition of Claim 3 wherein the biguanide is metfornn.

A composition comprising troglitazone, glyburide, and metformin,

A composition compnising rosiglitazone, a sulfonylurea, and metformin,
A composition comprising pioglitazone. a sulfonyluren, and mettormin.
A composition comprising troglitazone and a biguanide.

A composition comprisin.g troglitazone and metformin.

A method of treating diabetes by administering to a patient in teed of
treatment an effective amount of a sulfonylurca antidiabetic agent in
combination with an elfcctive amount of a glitazone anmtidiabetic agent and

an effective amount of a biguanide antidiabetic agent.

A method according to Claim 10 wherein the sulfonylurea antidiabetic

agent iy sclected tfrom glisoxepid, glyburide, acetohexamide,
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chiorpropamide, glibomuride, tolbutamide, tolazanmude, glipizide,

gliclazide, gliguidone, glyhcxamide, phenbentamide. and wlcyclamide.

12. A method according to Claim 11 wherein the glitazone antidiabetic agent

is selected from wroplitazone, pioglitazone, and rosiglitazone.
5 13. A method according to Claim 11 wherein the bignanide is metformin,
14, A method according to Claim 13 wherein the glitazene is 1roglitazone.
15. A mcthed according to Claim 13 wherein the glitazone is rosiglitizone.
16. A method according to Claim 13 wherein the glitazone is pioglitazonc.

17. A method of treating diabetes by administering 1o a patient in need of
10 trcatment an effective amount of rosiglitazone together with an cffective

amount of metformin and an effective umount of 4 sulfonvlurca.

18. A mcthod of trcating diabetes by administering to a patient in need of
treatment an effective amount of troglitazone together with an effective

amount of mctformin and an effective amount of a sulfonylurea.

13 19. A method of weating diabetes by administering to a patient in need of
reatment an effective amount of troglitazone together with an effective

amount of metformin and an cffective amount of glyburide.

20. A method of treating diabetes by administering to a patient in need of
treatment an effective amount of troglitazone together with an effeciive

20 amouant of metformin.

21, A method of treating diabeies by administering 1o a patient in need of
treatment an effective amount of rosiglitazone together with an effective

amount of metformin.
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