Tramite
Sefior - Dependenciat

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES
E. S. D.

Re: P1.-ASTRAZENECA AB.-Expediente numero 02-

07 7.-
1. Me refiero al asunto de la referencia.
2. Por medio del presente, atentamente me permito manifestar a ese

Despacho, que hubo un cambio de Representante Legal para todos los
asuntos de la Propiedad Industrial en Bogotd de ASTRAZENECA AB, una
sociedad organizada y existente de conformidad con las leyes de Suecia,
domiciliada en Sodertalje, Suecia.

3. En consecuencia,” atentamente solicito a ese Despacho
reconocerme personeria, en este asunto, de conformidad con el
documento de Representacién Legal para todos los asuntos de la
Propiedad Industrial en Bogota de la sociedad ASTRAZENECA AB,
otorgado a favor de la SUSCRITA (ALICIA LLOREDA) y/o al doctor
GUSTAVO TAMAYO y/o al doctor IGNACIO SANTAMARIA y/o ENRIQUE
ALVAREZ de acuerdorcon la copia debidamente autenticada ante Notario
Pablico que adjunto al presente expédierite (Articulos 26 y 39 de la
Decisién 486 de la Comunidad Andina de Naciones).

4, Anexo al presénte acompano fotocopia, debidamente autenticada
por Notario Pablico, de: )

(a) Documento que acredita a la SUSCRITA y/o al doctor
GUSTAVO TAMAYO y/o al doctor IGNACIO SANTAMARIA y/o
ENRIQUE ALVAREZ en los términos del pardgrafo 1°. del
Articulo 543 del Decreto-Ley 410 de 1971, como
Representantes Legales en Bogota para todos los asuntos
relacionados con la propiedad industrial de la sociedad
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ASTRAZENECA AB, una socledad organizada y existente de
conformidad con las leyes de Suecla, domiciliada en
Sodertalje, Suecia.

(b) Certificacidn Notarial expedida el 26 de Julio de 2004; y

(c) Traduecidén Oficial No. 2004-08-09-397 correspondiente a las
partes pertinentes del documento anterior, también
debidamente legallzada hasta por el Ministerio de Relaciones
Exterfores bajo el numero 250168 de 10 de Agosto de 2004,

5. Ruego a usted tomar atenta nota de lo anterior y continuar con el

O tramite correspondiente.

Sefior Superintendente,

T.P. 53.215
Cédigo 231
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‘ Los atalo fimados, A.strlZon.cl AB, yna

sociodad organinds y exiutuntce de

- conformidad con laa leyca de Suecia,

con domicilo en
SE-15185 Sodertalje, Suacis,

nombramos por ol prasurnte n ALICIA LLOREDA yiu
GUSTAVC TAMAYO yo IGNACIO SANTAMARIA
yio ENRIQUE ALVAREZ, comicliados en Bogola,
Colombia, cen oficinas en dicha ciudad, Calle 72 No.
5-83, plso 6o, nuesiros represontaniés legeles y
verdadoros en Bogotd, con foculladus pera reclblr
noifficaciones y nomnbrar aApoderados judicialos o
exirajudiciales, con el fin de dar cumplimisnio al
F;;turﬂn 0. del articv’a 543 del decreto 410 de
1971,

Los doclores ALICIA LLOREDA yio GUSTAVO
TAMAYOQ yio IGNACIO SANTAMARIA yo ENRIQUE
ALVAREZ, ¢ los apoduredos que cualquiera de ollos
designe, quedan ospociaimante facullades para
;epreseniamos ants las sularidades colomblanas,

- administrutivas, judiciales o do poficla, en todos los

~rhiirps, desistr, porcibir, conclins y npelar, con todas”

trdmiles relativos a la propiedad industdal, a cuyo
efecic les Jacultamos paa dar ante dichas
auloridades fodds los pasos neceserios al chiato
nd.coado; alevar solicitudes, dectaraciones, recamos,
recursbe vy preseniar desistimlenlos; farmular
descripciones, enmierdas, imliar e. alcance ce 33
solcludes y los ragistrus, presentar oposicianos y
opoietiones; insintras cancelec 6Nes, renunciur total
0 parcigimontu u lkos segistros, abonar todos [us
impuestos y cuolas y efeciuar todo olro pago
delesminado por la tey; rechir 1odos los documentos
y ve'ores, dando el duscargo respectivo; llenar
cunlesqulera otros requisilos y tcmar, en fin, todas
las medidas que vruyeren conducentes ol rosguurdo
de nuestros neioscs; y udiclonalments quodan
facukados paa  lomar  intervencsn  como
demandartes o demanCedos wnie ls jusces quo
suan campsisnies. pud ando Uenasr, someler a

les demée facwiluces que resuiten neceaarias, y por
8} presento declurumos tesde ahora vilido y huena
cuanio dichos rapreseniantes y'o los apoderados que
cuplqury da eflos nombre hiclcren en’ nuestro
benoflcio.

Asimismo, foculornos a los docloras ALICIA
LLOREDA yo GUSTAVO TAMAYO ylo IGNACIO
SANTAMARIA yu ENRIQUE ALVAREZ, parma
solcha: en la Oficine co Propledad Indusirial ta
protecolizacin de 0s'e documanio y de cualquies
poder que cuolquiera c¢u elios otorgue a nombre
nuesra.

Dadoyfimada el 22 de Julio de 2004
cn Muccleafiald, laglnterra

banell.

»

The undersigned, AstraZeneca AB, s corporaticn
organized sud existing under the lawas of
Swedan,

domiciled at

SE-15185 Sodercalja
Sweden

hereby appaint, ALICIA LLOREDA yo GUSTAVO
TAMAYO yfo IGNACIO SANTAMARIA y/o ENRIQUE
ALVAREZ, of Bogola, Colombla, with offices in said
town, Calle 72 No. 5-83, Sixth Floor, our truo and
legal represantatives in Bogots, with power]to receive
notifications and to appoint judicial or extrojudicis!
agents, 50 as 10 comply with paragraph lo, ohnido
543 of decree 410 of 1971, |

|

Doclors ALICIA LLOREDA yio GUSTAVO
TAMAYO yio IGNACIO SANTAMARIA yio ENRIQUE
ALVAREZ, or the agenis by any one of them
appointed, are especially empowered to représent us
before the administrative, judicial or police authorities
of Colombla, in all proceedings pentaining (o industrial
property. for which purpose we authorize them lo (ake
before the sald authoritios il the necessary sieps for
the sald end: o fils petitions, daclarations, claims.
recourses and withdrawals, o draw up specificadons;
to file amendmanis, to limit the scopa of applications
and regisirations, file oppositiona; Me cancellations
lolai or partially weive regisirations. to pay a8
instalimonts and sffect all other paymenis prescribed
by law; t0 recove proper receipts, to comply with &l
other requirements and, in short, to take afl those
measuses which they may deem fit for the
ol our intsrests; and additionally we authorize said
agents to act on our behalf, as complainents as well
as defendants, before the competient judges, with full
powers (0 make arrangements, o submil io
arbirators, 10 doslst, lo collect, to concllale, té appeal
und, in short, with all such further powers es,may be
required, and we herchy deciare from now onias vald
and good al thet said representatives andfor the
agonis by any one ofhemlppolnledmyd?iorour

Wo also authorize dociors ALICIA LLOREDA
yo QUSTAVQ TAMAYO ylo IZNACIO

SANTAMARIA yJo ENRIQUE ALVAREZ, to apply lor
proiocolization of this document and of any power of
auomay by any one of them conferrad ir: nur Rome,
before tha Office of industrial Property.

Duly Authorised S:Lgna’u':ry, I .r -’~' 'r;'.._‘:-.... .

2 Juaii usuun " urﬂ’u ;ﬁni'a.
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. cennnémt: NOTARIA!. (SOCIEDAD)

{ss

Hoy 26 dg Julio de 2004, comparecié
§iron Richard Buevas . 2quien conozcoy
do quien me consta que firmd el anterior documento,
y quitn dabidamento juramentado declard y dffo que
élos firmante eutarizado
de , AstraZenoca AB,

1a compahia nombrada an e documenio que
amecede, una soc’edad debikiamenta organizads ¥
existente conforme 8 las loyes de  Suecia

, domicifada en fa
ciuwdad de Vastra l!nlarehm:en 9, SE-15]
85 Sodcrl:nl:le » Suueia,
logaimonte conslilulda pars un periudo de durulon
qus &in no ha terminado, que elerca su obleto social
conforme o lns leysa do Succia

quo o declarante esld autorizade por dicha

Compoflla para conferir gste podor; que el sello

esiampado por & al pio de 'l poder, an nombre y en

reprasenteciin de (a e«pretm Compsiifa, es al

sello oficial de olls; y que &t objeio para e cual se

confore esle instrumento esié comprendido dentro
Odel de la socledsd.

E! suscriitdo Notarld ha visio los Eslatstos do
incorporackén frmados en Stockhalm

, o focha Oct, 31!19,13
y certiflca qua do confe:midad con a legisiacidn de
diche Eatado fa onterior declaracidn jurameniada es
prueba sudicionie de que los hechos sobre que ella
versa son clertos o vezdoderos, de Io cual da fs.

Nosary Pubiic (Notario PCHico).

duly wsuthorised signato

NOTARIAL CERTIFICATE (CORPORATION}) “6 \a

£T]

[
On this 26 dayol g1y .
g:n.m Siwmon Richard Baoeves

wmeknmm.andkmmtomehbethepﬁonwho
signad the foregoing instument, who being by me
culy sworn did depose end say that he is the fa
of , AstraZoneca AB,

200,

the company named within, a Corporation orn'ﬂ:nd
end existing under the laws of ;| Swedem . .
' domldled

Vastia-Malarehamnen 9, 5E-151 85 Sodertalje,
* n

aoeocdhg fotholews of Sweden

that the doponent s authorized by sald Compeny
confer this power of attomay: that the ssal

hereunio by the deponent In the neme and on
of said Corporation s the carporste seal thereof; and
that the purpose for which this instrument is granted
is Included within the corporale purposes of the
Company. :

The undersignaed Notary Publc has seen the articles
oﬂrwpomllonduld(:orpoulhnmmdat
STOCKHOLM

undor date of 31 Octobo: 1913
mmmeMNMdWSMQ
the foregolng acknowiedgment ls sufficient proof that
the facts therein contained sre frue, which ha aitests.

AN t;.“th'l

v-’i"'
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APOETILLE
{MHaguc Coaverdion of § Ocenbes 1951 / Conventien do La Haye du 5 octwbre 1961)
UNITED KINGDOM OF GREAT BRITAIN AND NORTHERN IRELAND

I, Country: Urited Kéagdom of Geess Britaln and Northen tretand
Pays: RuysmimeUni 32 Groade-Bretagns o d Whazde ds Nond

This publi= documen / Le petuent dcte prhlic
2, Yok been signod by Jobn Haly Piserd| s
a deé shyd pie
3. Aaingmidgenpachyol Notary Pobfic
agivarl on qualhé de
4 Bamdessigrepol  TheSuld \otary Poblic
ot revity du scutiming de
CestifiedAtnsé
3.« Londooh [.omtres 6 hefic 03 Avgust 2004

~

by Rler Mujescy’s Priachal Sacreinry of Stnte for Forwiga und Contzuisrwenlth Affaks /
prr ke Sezrttmire d ki Principal dc Ra Majesth st Affiiney Birsnpéres et o Comatorealth,

(479981
9. Swmmp 10, Sigamiwre R ML Flxgeraid

B Numbersus No

Aar b Sosroraryof Jinis / Fowr b Siwrlanvy £ Sop

U chis ducrucul is to be axed la » coamry widith Is net party to the Hagon Convenion of §
Octabez 1961, it shonk! be preseased Lo the vonsular scxtion of the misslon represeatiog thot
cuuBIry. An Jpost e ¢ kegalisgtinn cotlfizaze only cun i Qi the glgahicn, seal of Sump on the
document i geecafne. 15 doos AOt ascn Liad the oot of g document wre coeract or that the
Feneign & Commoumw ezith Oiics cppmmes of th stacnt,
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TRADUCCICN QFICIAL Mo, 2004-03-08-397 de un documnanto esgrito &n Inglés,
la cual pera efecios del presenis leva el sello personsl de Marthe Lucka
Arciningas M., Traductora e Intérprete Oficlal en vitud de la Res 1523 /58 |del

Minlaterio de Justicia,

i
Legalizacion de un Poder de Representackddn Legel conferddo a:- ALIFIA

LLOREDA, yia GUSTAVO TAMAYO, wo IGNACIO SANTAMARIA yio ENRIGUE

ALVAREZ ctargada por Astrafaneca AB

Firmado par:
SIMON RICHARD REEYES

Certiflcackin Motarial -

Cortificacion de la firma precedente, debidamenta |sgallzada por Notario Pahlea,

John Halg Ekserd|lan

[Selic Lacrado de Notaria Publico]

. JOHN HAIG EKSERDJIAN
L !\'Iétq_n_u._f'!:_l_lglicu de Wilmelow, Cheshire, Inglaterra
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APOSTILLA
. {Canvencién de La Haya del 6 de Octubre de 1961)

Pals: Reino Unido de Gran Bretaiiv e ldanda dej Narte

-

Esla dotumenia pablico E

ha sido Hmado per John Halg Erkeecdjian

actuando como Natario Piblico

y Beva el seflo/estampilia del Menclonado Notario Pibllco
Cartificado

Bn Londres 6. el 2deagosto del 2004 |

|
Por sl Secretario Principal de Su Majestad para Asuntos Extariorss y del:

Cammanmwealth

No. G479681 .
Timbre/Sella 10. Firma
Aparace el Sello de le Oficing E_M. Fitzgerald

de Asuntos Extorlores y del Commenwealth

Segun mi lsal saber y ermtender, ésta en una traduccidn flel ¥ nu:lmaids

U original en inglés, de |a cual 86 deje copla para futuras refenagms;ﬂrm L .
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therapeutic agent having relatively high emounts of both the ofl component
and the poorly water soluble therapeutic agent,

Disciogure of Invention

Surprisingly, it has been found that stable, self-emuisiying
microemulsion nr-q_l_n,u!pp preconcantrates comprising @ paorly watsr saluble
munhmnmammmmuhmMmm
an ofl component having an HLB 54321% surfaciant syatem cantalning one
or more surfactanis, each surfactant having an HLB from sbout 10 t0 20. This
Mmmnuntmtemdhimordmliﬂymdumﬂnmgbr
substantial amounts of a hydrophilic !OMN_O!I;_E*!MQ for formutation
dmmmm:mmw_ﬁgdahwmmcmmmm
or contain only minor amounts of 8 hydrophilic soivent system. It was also
found that the solubiily of a poorty watar soluble drug in the low HLB ol
@wmmrormmmqmmmmm

h quanéities'$f the poorly water salubls drug. The saif-emulsifying
microemu ard emudsion preconcentrates according to the present
invention take the form of a pobily water soluble therapautic agent
subatantially sohubifized in a low HLB ofl component that is capabla of being
seif-emuisified by the surfactant system when the preconcentrate is diluted
with an aqueous medium.

Thus, the presant invention provides a seif-emulsifying preconcentrate
phamaceutical compoaltion suitable for administration to a mammal,
particularly oral administrafion to @ human, and capable of forming an oli-in-
water microemulsion or smulzion upon dilution with an agueous solution,
comprising

-y (8) atherapeutically effective amount of a poorly water soluble

therapoutic agent; -

-3 (b) a pharmaceutically effective amount of a low HLB oil component;
and

~—p (c) a surfacian system consisting essentiafly of at lsast one surfactant
having an HLB of from abowt 10 to 20, preferably 13-19, most
preferably 16-18;

wherain the composkion coniains minor amounts or is substantially free of a

hydrophilic solvent system. The presand invention aiso provides
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microemuialons or emulsions formed by diluting a self-emutsifying

_ preconcentrata with an aqueous solution,

Because the compositions according to this invention are substaniially
frea or contain only minor amounts of a hydrophilic solvent system, the
‘disadvantages of the prior art systems given above ars avoided.

Prefammed therapeutic agents include 2 cyclosporin, particulary
cyciospotin A, nifedipine or indomethacin and other Class 4 drugs. Preferred
low HLB oll components include Labrafil M1944CS; Labrafil M2125CS; and
fish ofl or other omega-3 fatly acld cils. Preferred omega-J fatty acid olls
include omega-3 frea fatty acids, omega-3 falty acid briglycarides and omega-
3 fatty acld ethyl esters, such as EPA, DHA, triglycerides of EPA, triglycerides
of DHA, ethyl esters of EPA, ethyl esters of DHA and mixtures thereof,

When fish il is employed In the compositions of the present invantion,
k s praferable to use fish ol containing st least 50%, prefarably at least 70%,
more preferably at least 80% omega-3 falty acid oil to obtain a
pharmaceutically sflective amount of an omega-3 fatty acid oil in a minimal
volume

Prief Descdption Of Drawinas

Figurs 1 shows a temary phase diagram for the placebo system
deacribed in Example 3 upon a 1 to 20 diution of the praconcentrate with
water. The diagram piots tha relative conoantration of Labrasol (D to 100%),
the concentration of the ol component Labrafll M1944CS (0 to 100%), and the
conceniration of Cremophor RH40 (0 to 100%) for the placebo system. The
relative concentration of Labrasol increases from 0% at the lower right hand
margin of the diagram to 100% at the lower left comer; the relative
concentration of Cremophor RH4Q increases from 0% at the basalina of the
diagram to 100% at the apex; and the relative concentration of Labrafi
M1944CS increases from 0% at the apex to 100% at the lower right hand
comer of the diagrem. The shaded area identifiea those compositions having

€1, C1/C2 or C2 ciarity as the microemulsion region for a 1 to 20 dilution of
the preconcentrate with water;
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Figure 2 shows a temary phasa diagram far the 100 mg CyA system

_ described in Example 3 upan a 1 to 20 diiution of the preconcentrate with

watsr. The diagram piots the relative concentration of Labrasol (0 to 100%),
the concentration of Labrafl M1844CS (D to 100%), and the concentration of
Cremophor RH40 (0 to 100%) for compositions containing 100 mg CyA. Ths
relative concentation of Labrasol increases from 0% at the tower right hand
margin of the diagram to 100% at the lower left comer; ths ralative
concentration of Cremophor RH40 increases from 0% at the baseline of the
diagram to 100% at the apex; and the relative concentration of Labrafll
M1944CS increases from 0% at the apex {o 100% at the lower right hand
comer of the diagram. The shaded area identifies those compositions having
C4, C1/C2 ox C2 clarity as the microemulsion region for a 1 to 20 dilution of
the preconcedntrate with water;

Figure 3 showa a psaudo-temary phase diagram for the placebo
system deacribad in Example 13 upon a 1 to 20 dilution of the preconcentrate
with water. The diagram plols the relative concentration of Lebrasal (0 to
100%), the concentration of the omega-3 fatty acid oll KBSTG (0 to 100%),
and the concentration of Cremophor RH40:Tween 80 in a 2:1 ratio (0 to
100%) for the placebo sysiem. The relative concentration of Labmasol
increnses from 0% at the lower right hand margin of the diagram to 100% at
the lower loft comer; tha relative concentration of Cramophar RH40:Tween 80
In 2 2:1 ratio increases from 0% at the baseline of the diagram to 100% at the
apex; and the relative conceniration of X85TG increasas from 0% at the apex
10 100% at the lower right hand comaer of the diagram. The shaded area
identifies those compasitions having C1, C1/C2 or C2 clarily as the
microemulsion regian for a 1 to 20 dilution of the preconcentrate with water;
and

Figure 4 shows a pseudo-iamary phass diagram for the 100 mg CyA
systam described in Example 13 upon a 1 to 20 dilution of the preconcenirate
with water. Tha diagram plots the relative concentration of Labraaol (0 to
100%), the concentration of the omega-3 fatly acld oil KBSTG (0 to 100%),
and the cancentsation of Cremaphor RH40-Tween 80 in a 2:1 ratio (0 to )
100%) for compositions containing 100 mg CyA. The relative concentration of
Labrasol ncreases from 0% at the lower right hand margin of the diagram lo
100% at the iower ieft comner; the relative cancentration of Cremaphor
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DHA, triglycerides thereof, ethyl esters theracf and mbdures thersof. The
omega-3 fatty acids or their esters, derivatives, precursors, salis and mixtures
thereof can be usad either in their pure form or as a component of an ol such
as fish ofl (otherwise known as marine oll), preferably highly purified fish ol
concentrates, or perilla oll or marine microalgae ofl. Sultable fish olls are, for
example, those types which are recovered in substantial quantities from cold-
water fish, such as plichard ofl, menhaden oil, Peruvian fish oll, sardine ofl,
saimon oll, hemring oll, and mackerel oil. Preferably, the Gsh ofl haa a high
omega-3 fatty acid oil contant, such as 50% or higher, more preferably, 70%
or higher, most preferably 80% or higher. Examples of suitable omega-3 fatty
acid oils include the following olls avaliable from Croda Oleochemicels
(England): Incromege TG3526 (35:25 EPA:DHA retin; triglycerides),
Incromega ES015 (50:15 EPA:DHA ratio; ethyl estars) and the following olls
avallable fram Pronova Blocare (Sandeflord, Norway). EPAXB000FA,
EPAXS000TG, EPAX4510TG, EPAX2050TG, KBSTG, K85EE, K8OEE and
EPAXTO10EE (further details listed in Table 1 herein). Preferrad mixtures
Include mixtures of fatty acid ethyl asters and fatly ackls; faity acid ethyl
esters and fatly acid triglycerides; fatty acids and fatty acid triglycarides; and
fatty acid esters, fatty scid trigiycerides and fatty acids such as mbduras
containing KBSEE and EPAXS000FA; EPAX5000TG and EPAXB0DOFA;
KS8SEE and EPAXS000TG; and K8SEE, EPAXSO00FA and EPAXSOCOTG.

As uged herein, the term “therapeutic agent® means @ poorly water
scluble drug having therapeutic use in 8 mammal, especially @ human, or a
cambination of such poorly water saluble drugs wherein the drug or
combination of drugs is inscluble in water or has an agqueous sohibility of less
than about 1 part per 1000 paris of water by weight at 20°C.

The therapeutic agent can be selected from a varisty of known fypes of
mmm.umlmmm.m'_.mmbmm.uﬁ-
fungais, anti-inflammatory agents, anti-arrythmic agents, antbiotics,
andicoagulants, antidepressants, antidiabetic agents, anti-epilepsy agents,
antihypartensive agents, anti-gout agents, anti-malasdals, anti-migraine
agents, antimuscarinic agents, antineoplastic agents, anti-pratozaal agents,
anxdolytics, thyrolds, anti-thyroids, antivirals, anoretics, bisphosphonates,
cardiac inotropic egents, cardiovascular aganis, corticosierolds, diuretics,
dopaminergic agents, gastrointestinal agents, hemostatics, histamine receptor

W
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The self-emulsifying microemulsion and emulsion preconcentrata and
microemuision and emulsion formulations according to the present invention

" may optionally include minor amoumts of a hydrophilic solvent system to

increase the shelf iife or stabifity of the praconcentrates. Other additives,
such as antioxidants or praservatives, may also be presant. Examples
Includa tocopherol, tocopherols exciplent, ascorby! patmitate, butylated
hydroxyanisol or other antioxidants and preservatives listad in USP XXII,
Pammaceutic Ingredients.

The sell-emulsifying preconcentrates and the microemulgions and
emulsions of the presant invention can be adapted for oral administration.
Preferred oral dosage forms for the preconcentrates include hard and aoﬂael
cnpsules. Preformed microemulsions and emulsions are pruferrad oral
dosage dosage forms for the microemulsions and emulsions. The formulations
according to the present invention can also be administered by other routes of
administration, including topical administration or parenteral administration
such as Lv. or i.p. administration.

The present invention provides for stable, self-emulaifying
microemulsion or emuision preconcentrates compiising a poorly water soluble
drug formed from a two-component saif-emulsifying system containing an of?
component having an HLB < 4 and a surfactant system containing one or
more surfactants, sach surfactant having an HLB from about 10 0 20. This
two-component system efiminates or drastically raduces the need for
substantial amounta of a hydrophilic solvent system, aliowing for formulation
of preconcentrates that are substanfially free of a hydrophilic solvent system
or contain only minor amounts of a hydrophliic solvent syatasm. Whithout being
limited by any particutar theory, it is believed that the combination of a highly
ipophilic oll component and a aurfactant syatem containing surfactants having
an HLB from about 10 to 20, prefarably 13-18, more praferably 15-18 (in the
abeence of olis or surfactants having an HLB from about 5 to 10) provides
stable preconcentrate systams, These particular components allow
formulation of preconcentrates that are substantially free of a hydrophilic
solvent system or contain only minor amounts of a hydrophific solvent system.
It is baliaved that the solubflizing properties of the low HLB oil component in
combination with surfactants having and HLB from about 10 to 20 afiow for
formulation of preconcentrates that are substantialty free of hydrophilic solvent

o
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systoms at high oll content and thus should offer good solubilization of
_Fpophilic drugs.
The foliowing formutation was prepared and encapsulated in softgel
capsules.
———
Formulation 1
Component % (wi) of placebo systam wticapsule
Ol Compenant.
rafil M1944CS 50% 550 mg
Surfactant system:
rom and 40% 440 mg
Tween 60 (2:1)
Labrasol 10% 110 mg
T s
A 100

1200 mg total

Exampie 6~ Lahrafi M1944CS / Tween 80 / Cremophar RH40 / Labrasot/
Therapeutic Agants indomethecin and Nifedipine

Samples were prepared according to Example 1 for the oil component,
Labrafll M1944CS, and a surfactant syatem comprising Cremophor RH40,
Tween 80 and Labrasol. The matio of Cremophor RH40 to Tween 80 was held
constant at either 1:1, 122, 2:1 or 4:1 while the amounts of Labrasol, Labrafil
and Cremophor RH40/Tween 80 were varied. Table 7 and 8 describe the
clarity valuas upon 1 10 20, 1 to 50 and 1 to 100 dilution in delonkzed water at
37°C for the placabo systems. An axtensive microsmuision region was
observed in all cases up fo an ol composlition of 45% with a 1 to 20 dilution,
reatting in eithar a C1 or a C1/C2 microemuision. Further increasing the ol
content to 50% resultad in a C3 or C2/C3 system at a Cremophor to Tween
ratio of 1:2 and 1:1. iIncreasing the Cremophor to Tween ratio t0 2:1 at a 50%
oil content resulted in a C2 system. The influance of increasing the dilution
factor from 1in 20 to 1 in 50 and 1 in 100 was evaluatad; these larger
dilutions may baetter mimic conditions in the stomach following oral
administration of microemufsion preconcantraies. in all cases, increased
diktion resuited in the microemulsion remalning at the same clarity or
reverting to 8 more transparent system than the 1 ko 20 dilution.
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" CLAIMS: -

1. A self-emulsifying preconcentrate pharmaceutical composition capable of

GAX

forming an oll-in-water microemuision or amulsion upon dilution with an

aqueous solution, comprising:

a) atherapeutically effective amount of a poorly water soluble
therapeutic agent;

b) aphamaceutically affective amount of 3 low HLB ofl
component; and

c)  asuriactant system consigting essantially of at least one
surfactant having an HLB of from about 10 to 20;

whaerein the compasition contains minor amounts or is substantially free of

a hydrophiiic solvent system.

A composition according to Claim 1, wherein the composition is a
microemutsion preconcentrata.

A composition according to Claim 1, whereln the composifion is an
emuision praconcantrete.

. A composiiion according to any preceding claim, wherein the composition

is adapted for aral administration.

. A composiion according to any preceding clakn, wherein tha low HLB ol

component [s present in an amount ranging from 6 to 70% by weight.

A camposition sccording to any preceding claim, wherein the therapeutic
agent is selectad from a cyclosporin, nifedipina and indomethacin.

. A composition accarding to any preceding ciaim, wherain the low HLB ofl

component comprises a low HLB ol component selacted from Labrafil
M1844CS; Labrafil M2125C8; olelc acid; ethyi olaate; EPA, safts of EPA,
DHA, salis of DHA, triglycorides of EPA, trigiycarides of DHA, ethyl esters
of EPA, ethyl esters of DHA and mbdures thereof.
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antagoniats, hypnotics, immunosuppreasants, kidney protective agents, lipld
regulating agents, muscie reiaxants, neurcleptics, neurctropic agents, oploid
agonists and anlagonlsts, parasympathomimetics, proteasa inhibitors,
prostgiandins, sedatives, sax homonae, stimuiants, sympathomimetics,
vasodilators and xanthins. The tharapeutic agent may comprise a
combination of poorly water-soluble drugs. Examples of therapeutic agents
include nephrotoxic drugs such as cyclosparing and amphotericin B;
indomethacin; nifedipine; cardiotoxic diugs sueh as amphotericin B and
FK508; drugs with inmunosuppressive effects or anti-inflammatory drugs
such as drugs for treafing rheumatology, arthritis, psoriasis, inflammatory
bowel disease, Crohn's disease or demyelinating diseases including multiple
scisrosie; anti-tumor drugs such as melphalan, chiormethine,
extramustinephosphate, uramustine, fosfamide, mannomustine, trifostamide.
sireptozotocin, mitobronitol, methatrexate, fluorouraci, cytarabina, tegafur,
idmdde, taxol, paciitaxs), daunomycin, daunorubicin, bleomycin, ampheotaricin;
hypertipidemia or hypercholestolemia drugs such as fencfibrate; dioplar
diseasa drugs; drugs which increase lipids and/or triglyceride levels; and
drugs for treating Alzhaimer's disaase. Prefermed therapeutic agents include
Class 4 (low solubifity; low permeabliity) drugs.

When the low HLB oll componant is an omega-3 fatly acid oil,
compasitions according to this invention may also advantageously provide for
an additive or synergistic therapeulic eflect batween the therapeutic agent
and the omega-3 fatly acid oil or mediation of at least one negative side effect
of the therapeutic agent by the omega-3 fatly acid ofl, For instancs, in
addition to other beneficlal co-adminisiration effects, omega-3 fatty acld oll
reduces the nephrotoxicily of cycloaparin when co-adminisiered, atiowing
treatment with higher levels of cycicaporin and producing a greater clinical
response at 8 givan dose of cyclosporin.

As used herein, tha taim "a pharmaceutically effeciive amount of
a low HLB oll component” means an amount effective to solublize or
substantially solubilize o therapeutically effective amount of the poordy water
soluble tharapeutic agent. As used herein, the term “substantially solublize”
In referenca o the solubliity of the poorly water soluble therapeutic agent in
the low HLB ofl component means the poorly water soluble therapeutic agent
Is sohsble in the low HLB ol component ol or has a solubility of more than 1
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CLATMS
1. Derivatives of propionic acid, 1-(p-chlorobenzoyl)
-5= mathoxy-2-methyl =3-indolylacetic acid, S5S-banzoyl
=1,2=-dihidro =3H- pyrrole(i,2-a]lpyrrole =-l-carboxylic
acid, 6-methoxy =-2-naphthylacatic acid, characterized *
in that thay have the following ganaral formmla:

i 4
M—C—Y-(?),.—ONO2 (za)
B

vhare:
A and B are chosen among hydrogen, linear or branched,

substituted or non substituted alkyl chains, M is
chosen among:

O -

oo -

SUBSTITUTE SHEET (RULE 26)
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R, is chosen en smong chlorina, bramine, NHRg vith Ry
hydrogan, linsar or branchad alkyl chain, A and B are
chosen among hydrogen, lingar or branchad, substituted
or non substituted alkyl chains, and n is comprised
betwvoon 1 and 10, with ensuing production of the rale-
vant mo monomaric astars or ths relovant amidos;

~ Reaction of said monomeric astars or said amides vith
an halogsnating compound such as FBr, or the like, with
ensting production of said rnonameric estars or said
anides, charactarized by the presence ot. a tarminal
halogen group;

= Reaction of said nonomeric esters or of said amides,
characterized by the prasenca of a terminal halogen
group vith a nitrating agent such as AgNo, or tha 1lika,
with ensuing preduction of nitric ostors (IA).

17. Pharmaceutical compositions having anti-inflammato-
ry activity characterized in that thoy compriss at
least ana nitric astsr according to claim 1 as active
conatituent.

" 18. Pharmacentjcal compositions having analgesic acti-

vity charactsrized in that tuy coaprisa at loast one
nitric eater according to claim 1 as active conati-
tuant.

SUBSTITUTE SHEET (RIAE 26)

29
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SUPERINTENDENCIA DE INDUSTRIAY C MERCIO /

DIVISION DE NUEVAS CREACIONES
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Abogada

ALICIA LLOREDA RICAURTE

ASUNTO Radicacién No. 02 079 427
Tramite 002
Evento 001
Actuacién . 430
Oficio No. RV T
Folios 0 853

Titulo de Ia solicitud: "Nuevo sistema emulsificante de liberacién de
farmeacos”

Como resultedo del examen de patentabilidad de la solicitud de patente de
Invencion, realizado segun lo establece el articulo 45 de la Decision 486 de (a
Comisién de la Comunidad Andina, se notifica el siguiente concepto técnico:

Documentos estudiados

Para el presente estudio se tuvieron en cuenta el capftulo descriptivo
comprendido en los folios 29 - 48 y e capitulo reivindicatorio de los folios 49 -
51 de la solicitud en estudio.

Objeto de 1a Invencién

La solicitud se relaciona con una composicién farmacéutica apropiada para
administracién oral, en forma de un pre-concentrado para emulsién, que
comprende un compuesto de férmula (l), uno 6 més tensiocactivos y
opcionalmente un aceite o grasa semisdlida; la cual forma in sitv una
emuision acelte en agua luego del contacto con medios acuosos como lo son
los fluidos gastrointestinales.

El problema planteado en esta solicitud es 1a necesidad de proporcionar una
composicion farmacéutica de un principlo activo lipéfilo, apropiada pare
administracién oral, en forma de un pre-concentrado para emulsién, qua forme
in sity una emuision aceite en agua con los fluldos acuosos gastrointestinales;
evitando asl los Inconvenientes de administrar la emuisién ya formmada y que no
requiera una fase lipofilica solubllizante adicional, ni un co-tensioactivo. Que se
pueda encapsular.

Para resolver este problema técnico la solicitud en estudio proporciona un pre-
concentrado para emulsion, que comprende un compuesto de férmula (I), uno
6 més tensloactivos y opcionalments un aceite o grasa semisdlida.

El objeto de la Invencién definido anteriormente se clasificé de acuerdo con la
IPC. A61 K 8/113 A 61 K 31/19.
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También se reivindica prioridad de la Solicitud de Patente de Suecia SE
0000774-0 de marzo 8 de 2000, con respecio a la cual la fecha de presentacidn
de la actual solicitud cumple el plazo maximo permitido.

Con respecto a los Art. 28 y 30 de la D 486

E) articulo 28 da la Decision 488 establece: “Le descripciin deberd divuiger la invencion de
menera suficlentements ciara y completa pare Su COMOIension y pera que NG persone
capacitada en la materia iécnica comespondiente pueds ejecuiaris. Le descripcion de Is
wencidn indicard ol nomive de la invencidn ¢ incluird Ja sigulente informacian:

a) ol sector tecnoldgioo al que 26 reflere o al cusl se aplice la invencién;

b)thaaMMmummnmoﬂmhmyd
examen de ia invencidn, y les referencias a Ios documenios y pubficaciones anteriores relatives &
dicha tecnologle;

deacripcion de ls invencién en términos que permiten la compransidn del probleme
mydohmebm. exponiendo Isa difarenciaz y eveniusies
veniajes con respecto a la tecnaiogle anterior;

d) una resefie sobm los dibujos, cuando lbs hublers;

o) uns descripcin de ia mejor manaere conocida por el solicitante para ejecutar o levar a la
prictica la invencién, ullizando ejemplos y referencies a los dibujos, de ser éstos pertinenies; y,

f) una indicacidn da iz manera en que la invenciin satisiace fa condicion de ser susoceptiblo de
aplicacidn industrial, sl efio no fuese evidente de la descripeién o de Ja naturaleza de is invencidn.

El artiaudo 30 de & Docisién 486 eatablece: “Las reMndicaciones definkdn la materia que se
dessa proleger mediante la patenis. Deben sor ciaras y concisas y eslar enteramentis
susientadas por la descripcién.

Los relvindicaciones podrén ser independienies o dependientss. Una relvindicacin seré
indepandienis cuando defina iz materia que se desee proleger sin referencia a otra reMindicacidn
antorior. Una relvindicacion serd depsndiente cuando defina is materia que se desse proteger
refiriéndose a una rolvindicacion anferior. Una reivindicacion que se refiers e dos o mds
reiMindicaciones anteriores se consiierard una reivindicacion dependients miifiple".

La descripcién divuiga la invencién de manera suficientemente clara y completa
para su comprension, tal como lo establece el Art 28 de la declsién 488 de la
Comisién Andina. Menciona el sector tecnoldgico al que pertenece, los
antecedentes de la técnica, la divuigacién del problema técnico, la solucidn
propuesta y la ventaja frente a la tecnologia anterior.

Pero el mencionar que la composicion “forma in sty una emulsién aceite en
agua luego del contacto con medios acuosos como lo son los fluidos
gastrointestinales®, no la define ni caracteriza. Se recuerda que el resuitado a
alcanzar no es una caracteristica técnica de la invencién. Las reivindicaciones
deben definir la invencién por sus caracteristicas esenciales, en este caso por
medio de los componentes que la conforman.

La invencidn no queda definida por el resultado a alcanzar (tal como formar in
§itu una emuision aceite en agua luego del contacto con medios acuosos como
lo son los fluidos gastrointestinales), puasto que Incluiria no sélo la solucién
propuesta por el solicitante, sino todas las altemnativas presentes o futuras que
lleguen a ese resultado. Debe hacarse la comeccién necesaria.

Determinacién del Estado de la Técnica

 erticulo 10 de la decision 486 de la comisidn de ta Comunidad Andina que eatablece que "E/
estado de /a tdcriica comprenderd fodo lo que haya sido accesibio al publico por una descripcisn
escrita v oral, utliivacién, comercializeciin o cualquier olro medio antes de le fecha de
prosaniacion de in soliciiud de paienie 0, en su caso, de la priarided reconocida.
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Solo para el efecto do ia determinacin de /s novedad, también se considerard deniro del estado
de la técnica, of confenido de una soliciud da patente en trdmile ante le oficine necional
competanie, cuya feche de presentacion o de priorided fuvse anterior & ta feche de presentacién
o de prioridad de la solickud de palents que se esiuviese examinando, siempre que dicho
conienido 8sté incluido en s soliciiud de feche anterior cuando efa se publique o hub se
iranscurrido of plazo previsio en of erticuio 40°,

Considerando que Ia fecha de presantacidn de la primera solicitud de patente
de la cual se relvindica prioridad es marzo 8 de 2000, se consuitaron las basaes
de datos y los archivos con que cuenta la entidad con fecha de publicacidn
anterior Iilt se encontraron los sigulentes documentos que anticipan e} objeto de
esta solicitud:

1

No. Daoocumento Thulo Facha de
Publicacién
o] WO 65 06831 Nitric osters having et | Abr 13, 1005

D2 WO 08 58727 Solvent/cosolvent free | Nov 11, 1089 —

) systoms
Evaluacidn de los requisitos de Patentabllidad

El articulo 14 de la Declsién 486 do la Comisién de la Comunidad Andina establece que "Los
Paisos Miembrog clorgaran patenios para las invenciones, s6an de producio o de procedimisnio,
on todog los campos de la tacnologla, siempre que soan NUOVESs, tengan nivel inventivo y sean
susceplibies de aplicacién industrial.

En cumplimiento del articulo 14 de la Decision 488, se procedié a evaluar el
cumplimiento de los requisitos de novedad, nivel inventivo y aplicacion
industrial, con el fin de astablecer la patentabliidad de la invencién reivindicada
en la soficitud en estudio.

Evaluacién del Nivel Inventivo

E articulo 18 da la Decisidn 488 de [a Comisién de la Comunidad Andina establece que Se
consideraré que una invencidn tiene nivel inveniivo, sl para une parsone del oficio normaimente
versada en la materia idcnica carrespondients, esa invencidn no hublese resufiado obvia ni se
hublese derivado de manera avidents del estado de la iécnica.

Comparando los elementos que caracterizan a la composicién reivindicada, es
dedir:

Que @8 aproplada para administracidn oral,

Estd en forma de un pre-concentrado para emulsién,

comprende un compuesto de férmula (i),

uno é més tensicactivos y

opcionalmente un acelte o grasa semisélida;

Con los de D1, se observa que estos son comunes, excepto porque D1ro
contiena el compuesto de férmula {J). Pero sl contiene agentes terapéuticos
lipofilicos poco solubles en agua (tales como anaigésicos. antialérgicas,
antifangicos, antibidticos, antineoplésicos, corticosteroides), lo cual sugiere la
sustitucién por agentes terapéuticos lipofilicos poco solubles en agua tal
como el analgésico de férmula (1) de esta soficitud.

o o O o O

€l problema tédcnico pilanteado es ia necesklad de proporcionar una
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composicidn fammacéutica de un principio activo lipéfil , apropiada para
administracién oral, en forma de un pre-concentrado para emulsién, que
foorme in situ una emulsidn aceite en agus con los fluldos acuosos
gastrointestinalas; evitando los Inconvenientes de administrar Ia emulsién ya
formada y que no requiera una fase lipofliica sofubilizante adicional, ni un co-
tensicactivo. Que se pueda encapsular.

Este problema, como se abserva en las pdg 7, 8 y 14 de D1, ya se habla
solucionado, porque alli también se presenta un pre-concentrado para
emulsién que tiena un principlo activo lipéfilo, aproplado para administracion
oral, forma in situ una emulsidn aceite en agua con los fluidos acuosos
gastrointestinalag, evita los inconvenientes de adminisirar Ia emulgién ya
formada, no requiere una fase lipofilica solubilizante adiclonal, ni un co-
tengioactivo y se puede encapsular.

De manera que no hay nivel inventivo.

Lo revindicado tendria nivel inventivo si presentara propledades sorprendentes
en comparacion con el compuesto del estado del arte y resolviera un problema
que no se hubiese resuelto en la técnica.

Conclusién

En concluslfn, los requisitos de patentabilidad de la presente solicitud estin
afectados asl:

tham Documento Relvindicacionas Requisito que afecta ]
— ufgciadas .

D1 [WOwDs 0083 1-25 Nivel iventive :

[D2___|wopeserar _ [1-25 Nivel Inventvo —

En cumplimiento del articulo 45 de la Decisién 486 de la Comisién de la
Comunidad Andina, se le indica que debe dar respuesta dentro del témmino de
sesenta dias contados a partir de la fecha de la notificacién de la presente
comunicacién. En caso de no dar respuesta al presente requerimiento o si a
pesar de la respuesta subsistieran los impedimentos para la concesion, se
denegaré la patente.

rme a lo dispuesto en el numeral 5.2, literal
imero de la Circular Unica No. 10 de 2001.

Notifiquese el presente o
@), del capitulo quinto d

CESPEDES DE VERGEL
ibn de Nuavas Creaciones.

ALIX CARM
Jofe de la

El enterlor requerimiento fue notificado por fijacién en lista. de fecha
26 ENE 2007

CONCEPTO TECNICO EXAMINADOR TECNICO
No. 68 Cédigo 202007
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da Patsrass (PCTL

ARTICULD SEGUNDO: Notiicar porsoneiments of aontenido do 8 presania resolucidn
ahmﬁnthﬂhﬁ.naﬂmhu“mndﬂﬂdﬂ

y Comardin, 4l mamania dé is notificaciin o denho da loa 5 diss hitlies sipuiondcs a afa,

NOTFIOUESE Y CUMPLABE )
DOada en Bogetd, D.C., a los wmw

EL SUFERINTENDENTE DE INDUSTRIA ¥ COMERCIO,

Pas nolliicer a fon Inerosados. =0 §a ol pr TO en lugar visible o pibles en s SUPERI INDUSTRIA ¥
COMBREID, por o Yemina da (10) diez dipd hd & partlr de ba 8.00 .. f's hoy.
Sacrebicit Qeneral Ad-Hac 03-JU Esio adicke 20-JUN- 430 p.
u == desfa hoy 2007 5 Ipe 4:30 p
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