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Comprobante de pago de la tasa.

Poderes, si tuere ¢l caso.

Pruebas de los fundamenios de la oposicion.

Documentos que acrediten el legitimo interés, si fuere el caso.

Documento que acredita la existencia y representacion legal de las partes, cuando sean
persenas juridicas.

Instrucciones para el diligenciamiento del presente formulario, ver revesso de esta pagina.
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Derecho de la Competencin, Propiedad

Op'l:l mum Industrial y Comercia Exierior

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

E'l S- D-

/ |
lReferencia : Expedicnte N® 38 046,044
Asunio + Oposicidn a la solicihud de parente de Invencidn  titulada
“USO DE COMPUESTOS DE CENTELLA ASIATICA”
Solicitante : BAYER CONSUMER CARE AG
Opositorn : FYNOPHARM S A7

Publicada en la Gm{;;xd/ Je ln Propicdad Tndystiial
N° 605 del 30 de Junio de 2009
/
Yo, CIELO ANGELA PENA ROPRIGUEZ abogutu en ejercicio, identificads come
apatece al pic de s fiema, con tavjera profesional No. 82701 del Consejo Superior -if/
i Judicarura, en mi condicion de apaderuda de la sociedad GYNOPHARM SA.
conformadda ajo la: leyes de la Republica de Calombia v domiciliada on lo ciudad do
Harr;.mquill:l. Colombia, arentmmente. manifieswo gue cstando denreo del términe de ley
y pot orden exprosn Je i tepresenrada, presento oposicion a la concesion dJel resisoe
de la Putente de Tovencidn tirlads “USO DE COMPUESTOS DE CENTELLA
ASIATICA", cuvo tirulir ez BAYER CONSUMER CARE .AG_,. } picla o Ulsred
declarar fundada esta oposicion ¥ en cunascuencia negar ol regwno de o poene

soliciesda.

Carreza 1382 1105, 0L 104 Tel (3702 0% 15 15 < 62030 21 - T (57LF6 12 10 Fu
Eauail megacias@eprimue coeom SRR L2 1L LA, L L
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1. INTERES PARA ACTUAR

Contorme a lo dispuesm en el articnlo 42 de L Decision 486 de 2000 de Ia
CAN, csrando denrro del eérmine esdpulado por la ley, memifieswo ol legitimo inrerss
de nuestra reprosentada para oponerse al regisrro de la parenic Je o referencs,
atenctiendo o gue i@ solicitnd prerendida no cmple con los roquisitos dispuestos en la
ley como se analizard mas adelance v oo ser concedula atecraria Jdirectamente: a
comercalizacion Je alﬁ}ﬁus pmd'l'l'cM&* i representada, que concienen, en
particular compuestos de Centella sisiatica. Par To ranro, saliciva TesperUnan mante a esc
Despacho se sina mner en cuenta L presente oposioon dencro del tramite

adminiscrativo gue so surte en cata Superincendencia.

2, FIINDAMENTOS DE HECHOS

2.1 La =oliciud objrro de [n presente fue prosentada o 9 de junio de 2006
reivindicando priovidad bajo la solicinad EPZ00S0292384 del. 2005-11.0% v fue
publicada en Colombie, en 1n Gacera de Ta Propiedad Industrial N°© 605 del 30 de
Junio de 2009, cuya publicacion internacional corresponde a Ja WAD2007/054211
del 18705/ 2007

1.2 La solicirud colowbiana 08 046.044 abjera de la prescente oposicien, s refierc a un
ey de gl menes un compuesto de Centella asidrics que se sefecciona det grupo
constiewido por madeeasosido, emunoléside, waaticasido. acdde madeetsica v
dcido asidrico para la tabricacion de una composicion para acevar AQP3, filagring
y/0 transglutaminasa; uso pura mejorar la diferencincion de queratinocitos y/o para
porenciar la funcion epudérmicn; s purs el matiienio o plovencion de

soormabidades de bt maduracdn y/o queratinizacion cpidérmicas: v vso para ¢l

Carrera 13 8 L9 6, O 104 Tel {57100213 1Z43-020 N -Tax 5780 1219 T
Eauail: negorios@primomca cows « aman aprinunego.com
Togom Colowdip



1

Derecho de la Competencia, Propiedad

OPtl mum Industrial ¥ Comercio Exterior

tratamiento de anotmalidades de la maduracion v/o queratinizacion epidérmicas;
para aumentyt by cohesion del carrato corneo, la funcon de la barrera epidermica
v/o la impermeabilidad de la piel; y, para prevenir la deshidramcion de Ia
epidermis.

2.5 En pritnera inseancia, se debe adveror que las reivindieaciones se refieren o un use
coma método de reiumicnto ¥ no solo 2 b composicon Trmeeolosica o @ un
mérada de falricacion mediante la cual se obrenga un producto mnoble v seein la
legislaciom, decision 486 de b Comunidad Andina de Naciones, Ardeulo 14 *Las
Poises Miembros otergavin patentes para [as invenciones, seon de producte o de
procedumieneo {7, los usos no cstan conterplados como patencables; v, Arvicule
20 “No serdin patentables {...) d) los mérodos torapéunicos o quivirgicos para el vatemionto
humana o animal, asi comu Iis métodes de dingnistico aplicados a los weres Tuemanas o a
animales”. Solo serin patentables los productos o procedimicomos. Por lo tanto a oz
de la norma, dicha marerin reference al usa v a un merodo de rearmiente no seria
parencble.

2-4.Ahora bien, con base en el articulo 14 de la Decision 486 de o CAN consagra lo
sigidente: “Los paises miembros otorgardn patentzs pare las invenciones, sean de producn o
procedimienty, en todos fos campos de la tecnolagie, stempre gue sean nustas, tengon noel
iwentive 7 osean suscepribles de gpdicacion induserial®. Asl las cosas, las invenerones:
objeto de parente deben ser nuevas v rener nivel inventivo. Bien, pues ances de I
fecha de prioridad de e solicitud se encuentran los siguicntes documentas que

afecea [a pacenmbilicid de la presente solicirud:
e D1 WO00503489] publicads el 21 de alril de 2005,

2.5 Ahora bien, adeovis que ln presente ez refiere a una materin gue no s objeto de

parenre cn Colombia, dichas earacrerizacione: tampoco son novedosas, pus conow

Carceta I3 R D195 OF 104 6L 457112 1312 13- 02050 2] - T [R74YG 1219 79
Bl negociesfioprimumee, comw - v optiian s cen
Tinmnen, Cerl onleia
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lo indica el documento DL, pacoculanments en la deseripoon, rovels una
composicion que puede prevenir los signos de envejecido, mejorar 1 aspecro
estétien de Lo piel que coimprende al menos un inerediente o cerracto da Cenvells v
al menos un wehiculo farmactudcamente o cosicticamente acepiable. Come ral
dicha anrerioridad revela macientos rales como la dermariris v ln anofia de piel,
microcireulacion, humectacion de T picl v elazticidad enrme omos.  Asi o cosas,
conwe o evidercin dicho docurenta 131, b presente solicired adeinds no es

novedosa pues lo revelado va se enconeraba en ol cstdo de la récnica

L consecueticir v de acucrdo o 1o descrico anreriormenee, se deriva quue la soliciend

calombinng 38 040.044 no puede prefender un monopolio pot patente toda vez
que lo que pretende no cumple con dos de los tres LeqUISITTS NerEsagios para s

PROTCCCion,

2.7.Qe por consiguiente, respecto 2 I solicieud pretendida se riene ques

]

A.1. CARECE DE NOVEDAD: Segiin la decision 486 e la Comunidad Andina de

Nuaciones, Artieuls 16 “Una mwenciin e considerard nieta cuands no esid
comprendida en el estrdo de la cdonice. B estado de la téonica camm prencderd todo In que
hava  side actesible al pablice por una deseripeiin escrite 1w oral,  wtilizacion,
comercializacion o cualquizr otro medin anges de e Jeche de prosenracion de do solieinud
de patente o, an su caso, de ba priovidad reconocida”. A la fecha de prioridad, 9 de
septivinbre de 2005 va era conocido, pues comn se dermesed, er parre Jdel arre
anrerior con base en ¢l documents I, ung composician que pucde prevenir
los sigmos de envejecido, mejorar ol aspecra eatérica di la piel que comprende: al
menos un ingredicnte o exoacro de Contells, sobre ¢l enal busca proteccion on

el capinde reivindicacorio.

Clarmera L3 W 1925, O 104 Teb 5710 21312 13- 0203021 - Eax (ST 12 19 34
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2.8.

CARENCIA DE APLICACION INDUSTRIAL Ty Denadn 486 de la CAN

consagra ob suoarticulo 14 1o sipuente: “Los paises migmbros ototgerdn pawnes
perre lots ingenciones, sean de prodmcto o procedimiente, en todos fos campuos de [n
wenologia, siempre que sean nuevoas, mugan suvel meentivo v osean noceptibles de
upliceewin mduserial”. Ln pregente solicinud carece de aplicacion Tndustrial va que
como s demostrd anrerioroenie, alpunas clausulas reclaman ol mérodo
terapéutico y estos no on aplicables induscialmenre porque primero no we
ubene un producta o prowesor ¥ segundo o es teproducible o repetible o
escala industrial. Por lo tunto, el abjera de la presente invencién referido o los
usos ¥ miétodos terapéuricos, no cumplen con el requisite de b aplicacisn

inclistral,

Dado lo anceticr, es posible deducir que Ja solicioud v o reivindicads no o

ubjero de patenobilidad pues es comrano a lo que dicta ln Decision 486 de L

Comunidad Amclina de Nacioves, Arccudo 4 “Loz Paises Miembvos ororgandn

pattentes poset las invenciones, san de producto o de frocedioniento, en wdos los campos de I

recnologic, Hempree gud SPan viwnas, tengan. nivel inventive v szan swsceptibdes de aplicacion

mdwstrial °. La solicinud prerendida no cumple con dos de os tres 1equisitos de

patentabiliedad,

2.9,

Por rexle Iy anterior, areotamente solicie a usred que se sine declrar fundada

la presente aposicion ¥ negar ol registro Patente de invencian denominada “1JS0

DE COMPUESTOS DE CENTELLA ASIATICA”, ama dmlar os BAYER

CONSUMER CARLE AG, solicingd Colombiana que aparecia publicada en la

Ciuceea de fa Propiedad Induserml N? 603 del 30 de junie de 2009,

i PRUEBAS

Coarrera 13N LL0AS OF 104 Tel (37102 1312153 -G 2000 21 - Tax (700G 12 15 70
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De conformidad con lo dispussto por [y novmas vigentes, solicito 1 usted tener

L0 |}l"l](:‘hﬂ e este psumto los sLpulentes:

« D WOZ000034801 publicady el 21 de abnl de 20035,

4. FIWDAMENTO DE DERECHO
Fundamenco esta observacion en los normas lepales sipuientes:
410 Numeral 1 del articulo 586 del Codiga de Comercia.
4.2, Articulo 42 de la Decisidn 486 de la Comision del Acuerdn de Cartagena,
4.3, EBn las demds normas concordannes
5. ANEXOS

Pura los clecros cormespondientes anexe al presente cactira los siguicntes documenros:

Pocer pura actuar en el presente.

Docwmento que acredica al represenmnce legal de GYNOPHARM S.A.

[

3 Recibo de eaja Jel respecrivo pazo de taza.

4. Copias de tos docurentos:

o DYLWOZ200503482] pubhewda el 21 de abiil de 2005.

Careera IR LB C0 104 10l (571213 1215302050 21 - lax (5710012 19 79
E-uail. I‘.n.*gnl:lt1-.@|_1i1ti11||_|i|11-1:!_1.|_u||_. B wuﬂ:..uptinunu LY ARERA ]
Heyrocd Claloubia



£t qﬁ/
. Derecho de la Competencia, Propiedad
Optimum Indusirial y Camercio Exiarior

6. NOTTFICACHINES

Para efectos de notilicaciones que por disposician del ardanla 50 det Decrero
Ol de 1984 debe hacer su Despache, informa que mi repreesentada v o susorita
recibiremas notificaciones cn la Secretaria de su Despacha o en mis oficings sitvadu:

cnla Coerern 13 W ] ]91;]5. e 104 de eamn il e Btja;_f:‘,ﬁ e

SeAor Superintendenee,

CIELO ANGELA PENA RODRIGUEY
C.C. 5179404252 de Bogota
T.JA. 82701 del C.8. dcla].

Clrees §5 8 TLOO8, O 03Tl D571 212 12 13 - A WNA0 D) o Tay §37118 32 14 79
bomaid: v et nuTas SO - R TRz O0 SO
Frwgertn v mgang oo



PDDER ESPEDML

Yo, LUIS PALACIOS ARAGON, mayor de edad y vecing de I ciudad de Barranquilla
{Colombia), identificado como aparece al pie de mi firma, qmen en el pregent ufrents
actia en calidad de Representante Lepal de b sociedad GYNOPHARM S.A. s lﬁdad
legalmente constimuida y domiciliada en b cludad de Barranguilla (Colembia), por
presente documento otorpo a a doctora CIELO ANGELA PENA RODRIGUEZ,
abogada en ejetcicin, identificada como aparece al pte de su ﬁrma, con tarjeta pmﬁ:ﬁmnal
No. 82701 del C.5. de la J., pader espec i amplic- ¥ quﬁmente, para formular
oposicioties U observaciones a la solicitud de I;E;I;l,tft No. 08 046.044, titulada “USC DE
COMPUESTOS DE CENTELLA ASIATICAY cuyo titular es R CONSUMER
CARE AG, publicada en la pacera No. 605 KT U de junio de 2009

Nuestro apoderade queda facultado, de manera expresa, pata realizar todo tipo de actos
necesarios para levar a cabo el mimite de la oposicion, incluyendo, sin limitacion,
prepaiat v presencar solicitudes, hacer declataciones, pagar tasas, contribuciones e
impuestos, recabar los titulos o cerrificados. Asimismo quedan autorizados para impugnar
administrativa y judicialmente todo lo que fuere resuelto en el expediente a que se hace
expresa teferencia en el presente poder, con todas las facultades generales y especificas
que fuera requerido para ella.

De Ia misma manera, ademds de las facultades que le confiere Ia naturaleza del presente
mandate, se encuenttan facultados para recibir, desistir, mansigir, susdtair, y reasumir el
prasente poder, incogr acciones, inteTponet recurmh ¥ demﬂs facultades conferidas por Ja

ley. ‘ . o

Dado v Fiemado enBarranguilla (Cﬂlﬂmbm} jos .16 dfas clel mes de setiemabrede 20(1‘9

.......

;\r\ \\

CIELO ANGELA PERAIRODRIGUEZ
C.C. 51'040.252 de Bogota
T.P.A 82701 del C.8.dela].

BN
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CERTIFICADC MACIONAL
CAMARE DE COMERCIO DE BARRANQUILLA

FECHA: 2009/08/123 HORR: 11:23:24

— s

OPERACION: 10BSC(813083 PAGINA: 1
R R L L R R R R T e
CERTITICADDO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

- EL SUSCRITG SECRETARIO DE LA CAMARA DE COMERCIO ‘DE BARRANQUILLA, CON

FUNDAMENTC EN LAS INSCRIPCIONES DEL REGISTRO MZRCANTIL:
CERTIFICR
Que por Escritura Publica No. 3,551 del 17 de Ric/bre de 1987,
otorgada en la Notaria 3a. de Barranquilla, inscrito{as) en esta
Camara de Ccmercio, el 18 de Dic/bre de 1997 bajo el No. 72,965 del
likro respective, fue constituida 1a‘ﬁzéiedad —————————————————————————
anonime denominada GYNOPHARM S.A. "=-c——meemmm e e —
———CTERTIFICA .

Que dicha sociedad ha sido reformada por las sigquientes escrituras
y/0 documentcs privados: j 1 '
Numero aaaa/mm/dd . . Notaria No.” Insc o Reg aaaa/mm/dd

532 1999/03/25 Notaria 3a. de Barranquilla- 80,373  1998/04/13

, CERTIFICHER &
Que de acuerdo con'lais) esé}ituraié) arriba\cifada(s], la sociedad
sé 'rige por las siguientes disposiciones:
DENOMINACION O RAZON SOCIAL: . : :
GYNOPHARM S.A.------ e Lt
DOMICILIO PRINCIPAL: Barranguilla.
NIT No: 802.066.27%-4.
MATRICULA MERCANTIL: 245,470.
CERTIFPFZICA

Direccion para notificaciones judiciales:
CR 49 C No B0 - 125 OF 512.
De la ciudad de Barranguilla.

CERTIFICA
CURACION: EI términcy/ég duracidén de la sociedad se £ijd hasta el
l6 de Dic/bre de 2047.
' CERTIFICHR
OBJETO SOCIAL: a) La fabricacion - de cavsulas y otrc productes simi-
lares &a partir de materisgles tales como gelatinas u otrcs de distin-
ta naturaleza, gue puedan ser utilizados como envases o recipientes
de productos vy sustancias gquimicas, farmzceuticas y cosmeticas, para
*% % CONTINUR ***
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE BARRANQUILLA
- FECHA: 2002/08/13 HORA: 11:23:24

OPERACION: 10BSC0813093 PAGINA: 2

RhkhkhkkFhAF AU A hkddxFrTdrhkrhrhkrtr i b hddA A A rE A AR AT R AR AT A A AR A A A A h bbb dren
uso y consumo humano y veterinario. b) La investigacion, desarrollo
y fabricacion de toda clase de productos y sustancias quimicas, far-
maceutices y cosmeticas para uso y consumo humanc, animal y vegetal.

c) La compra vy venta de meterias primas , insumos y productos inter-
medios necesarios para los procesos de fabricacion de sustancias
guimicas, farmaceuticas y cosmeticas, asi como la comercializacion
interna y externa de los productos terminados. d) La compra, venta,
importacion, exportacion y distribucion de toda clase de elementos
instrumentales y equipos, medicos, quirurgicos, odontologicos y hos-
pitalarios para 1la salud humana v animal e) Actuar como represen-
tante o agente de -personas \naturales v jurldzcas nacionales y ex-
tranjeras en 1la ‘tealizacion de opevac1ones o transacciones relacio-
nadas con la lndustrla farmaceutlca y en especxal con cualesquiera
de las actividades‘ déscritas en los literales a), b), c) y d) antes
transcritos. f) Prestar los servicios de asesoria y consultoria en
las areas administrativa, de mercadeo, analisis cllnlco, asistencia
tecnica, investigacion; costos vy produccion exportac1ones, importa-
ciones, ventas, relacionadas con iguales o similares actividades a
las que constituyen el objeto de GYNOPHARM S. A.,/a51 como los de pu-
blicidad vy promocion de productos quimicos, cosmeticos y farmaceuti-
cos para uso humanc, animal o industrial. g) Adquirir, operar, admi-
nistrar y explotar, a cualquier titulo,empresas o establecimientes
dedicados a la investigacion, desarrollo, fabricacion ¢ comerciali-
zacion de productos quimicos, farmaceuticos, hospitalarios o cosme-
ticos. En desarrollo de su objeto principal, la sociedad podra to-
mar interes social como accionista, socio o fundador de empresas que
tengan igual o similar objeto; comprar, vender, importar y exportar
maguinarias, insumos y repuestos requeridos para el desarrollo de
sus actividades; tomar dinero en prestamo, financiar y garantizar las
operaciones comerciales que ceslebre con terceros relativas a su ob-
jeto; celebrar y ejecutar todo tipo de actos y contratos necesarios
para desarrollar sus operacioes; girar, aceptar, otorgar y protestar
tode tipo de titulos wvalores e instrumentos negociables; comprar,
vender Yy constituir gravamenes sobre bienes muebles e inmuebles; de-
signar representantes o apoderados en el pais y en el exterior y, en

*** CONTINUA ***
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE BARRANQUILLA

FECHA: 2008/08/13 HORZ: 11:23:24

WU,

OPERACION: 14BSCG813093 BAGINA: 3
AR AE R AR A AL AKR TR A AR AP A A IR A RN A I ARFRANR AT LR AR A EL ARV R LA AL A AR I AALL R AR AR AR
general, realizar cualquier acte ¢ negocic que sea necesario o con-
veniente para el desarrollo de su cbieto social y para la mejor pro-
teccion de sus intereses corporativos o lc de sus sgciog.-—--——-——=----
CERTIFICHA
CapITAL Nrc Accicnes Valor Accién
Rutorizado
5*****f****4’90@,000'009 kxwkrkrrrxkexd G000, 000 *rrxkkkihkihkrrdihr) (000
Suscrito
$**********2’672,646’000 *************2,672,646 *****************1,000
Pagado
3********.**2,672,646,000 ****?'&*******2,_672'6[]6\.*****'k*‘iz***'A"h"k'***l,000
- CERTIFICAR |
ADMINISTRACION: Séran funciones de la junta dirgctiéa, entre oiras:
Autorizar cualquier ‘acto o .contratc cuya cuantia sea superior al
equivalente en pesos. Cclombianos a cincuenta mil dolares de los Es-
tados Unidos de Emerica (US$50.000.00) liqgidaq?s a la tasa de cam-
bio representativa del mercado wvigente el dia en que se surta la
aprchacion y paxa enajenar o gravar bienes inguebles y demas activos
fijos de 1la sociedad, . cualguiera que sea ld cudntia de la transac-
cion. Las demas que le-sean propias y no esten atribuidas a otro or-
gano soclial y las que le correspondan en virtud de la ley. la socie-
dad tendra un Gerente CGeneral, gquien ejercera la administracion y
representacion legal de la sociedad y teadra las siguientes atribu-
cicnes, entre otras: Zjercer la representacion legal de la sociedad
en todos los actos y contratos gue se reguieran para el desarrollo
del objeto social, de conformidad con lo previstc en las leyes y en
los presentes estatutos. Aprobar y celebrar en nombre de la sociedad
todo actc o contratc cuya cuantia sea igual o inferior al equivalen-
te en pesos Colombianos a cincuenta mil dolares de los Esztados Uni-
dos de' America {(US$50.000.00), liquidadcs a la tasa de cambic repre-
sentativa del mercade vigente el dia en que se =zurta la aprobkacion o
celebracion del acto. Para enajenar, a cualquier titulo, bienes in-
muebles de la sociedad ¢ constituir gravamenes sobre l¢s mismos, de-
hera obtener 1la apreobaciecn de la junta directiva, cualguisra que sea
la cuantia de la transaccion; o las demas funciones gue le corres-
‘ k%% CONTINUA ***
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE BARRANQUILLA
FECHAR: 2009/08/13 HORA: 11:23:24

OPERACION: 10BSC0813093 PAGINA: 4
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pondan como representante legal por disposicion de la ley, de estos
estatutos o de 1la junte directiva. El Gerente General tendra un su-
plente, designado por la Jjunta directiva, quien o reemplazara con
identicas facultades en sus faltas temporales, absolutas o meramente
acciedentales, sin que sea necesario para ello acreditar la ausencia
del principal.-—-=--~————---—— e e e

CERTIFICA
Que segun Acta No. 15 del 18 de Febrero de 2008 correspondlente a
la Asamblea de Accionistas en Bogota, de la sociedad: :
GYNOPHARM  S.A. == oo oo oo oo e
cuya parte pertinente _se inscribié feh/esta Cémara de Comercio, 1
25 de Febrero de 2008 bajo el No. 137, 919 del libro ‘respectivo, fueron
hechos los 51gu1entes nombramientos:

P /

CLASE: . JUNTA DIRECTIVA

Principales : -
1. Llobet Poal Manuel - T T CC.*xxA%%14,670,196
2. Zanatta Reherman Leonardo Andres v CCL xRFEREx) 760,271
3. Munoz Marroquin Diego B o CC. **xx*%%x7, 688,292
4. Montealegre Gonzalez Andres Aeonardo -~ CC.****x+79,950,262

Suplentes o
1. Agudelo Pelaez Luis Herpando CC. *****x%14 238,997
2. Aroca Almanza Arleth Avelina CC.***+++3g> 718,415
3. Penaranda Urbina Adriana Paola CC.****x*=*53 120,683
4. tovar Vasquez Ruth CC.**x***%52,175,756

CERTIVFICA
Que seqin Acta No. 18 del 30 de Octubre de 2003 correspondiente a
la Junta Directiva en Barranquilla, de la sociedad: GYNOPHARM S.A.
cuya parte pertinente se inscribidé en esta Cémara de Comercio, el
06 de Nov/bre de 2003 bajo el No. 107,783 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién
Gerente General.
Palacios Aragon lLuis Alberto CE.¥+*+*++x%x++319 788

CERTIFICAEA
Que segun Ac¢ta No. 49 del 03 de Marzo de 2008 correspondiente a la
*%% CONTINUA ***
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Junta Directiva en Barranquilla, de le sociedad: GYNOPHARM S.A.
cuya parte pertinente se inscribid en esta Cémara de Comercio, el
11 de Marzo de 2008 bajo el No. 138,342 del 1iibro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn
Suplente del Gerente.
Mollajoli Centurion Andres Fernando CE.*=**k%®+x351 283

CERTIFICUCA
Que segtn Acta No. 19 del 30 de Akril de 2009 correspondiente a la
Asamblea de Accionistas en Barranquilla, de la scciedad: GYNGPHERM
5.A. cuya parte pertinente se inscribid en esta Cémara de Comsrcio,
el 27 de Mayo de 2009 bajo el No. 149,314 del libro respectivo,
fueron hechos losfsigﬁientes nombramientos:

Cargo/Nombre . PN 7 L identificacidn
Revisor Fiscal. T - ’ S
PENALCOSZR AUDITORES & ASOCIADOS S.4a. Toe. NiL.*¥***%83(,095,635
S CERTIFTCA w0

Que por Documento Privado del 11 de Mayo; de, 2009, otorgado en
. " : 7

Bogcta por Pefialosa Auditores & RAsociados”’ S}K. inscrito en esta

Céamara , de Comercio,” el 2% de Mayo de 2009 bajo el Nro 149,315 del

libre respective, £ueron hechos los siguientes nombramientos:
Cargo?Nombre ) " Identificacién
Designado: Revisor Fiscal Ppal
Padilla Romero Ivan Dario CC.*¥**x*+80 (025,798
Designadoe: Revisor Fiscal $Suplente
Gomez Preciade Clara Judith CC.rxx%**02 544,226

CERTIVFICA A
Que secqun Documento Privado de fecha 10 de Octubre del 2.000, ins-
critc en esta Camara de Comercio =1 23 de Nowviemnre del 2.000 bajo
el No. 1.872 del libro repectivo, consta que el senor RUBEN MINSKI
GONTOVNIX C.C. No. 7.463.982, actuande como Presidente v represen-
tante legal de 1la sociedad GYNOPEARM S.A., otorga Poder Especial,
Amplio v Suficienta & KAREN JENNIFER FIGUEROA GARCIA C.C. No. 32.-
732.070, para gue en nombre y represerntacion de la scociedad suscri-
ba LlLodas las ! declaraciones cambiarias a que esta obligada GYNOPAARM
*+% CONTINUA ***
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S.A., en el giro normal de sus negocios y operaciones sociales.-----

CERTIFICA
Que sequn Documento Privado de fecha 10 de Octubre del 2. 000 ins-
crito en esta Camara de Comercio el 12 de junio del 2.002, bajo el
2.164 del 1libro respectivo,consta que el senor JORGE CASTELLANOS
MARTINEZ, identificado con C.C.N0.19.460.089,actuando como represen-
tante legal de la sociedad GYNQPHARM S.A, otorga Poder Especial Am-
plio y Suficiente a KAREN FIGUEROA GARCIA, identificada ‘con la ce-
dula de ciudadania Nc.32.732.070 de Barranguilla, mediante docu-
mento privado de octubre 10/2000, inscrito en la Camara de Comer-
cio de Barranquilla beajo el No.1.872- del libro respectivo, para
que en repreuentac1on de GYNOFARW S. A, suscriba las declaracio-
nes cambiarias a‘\loq que esta obligada GYNOFARM S.A. en el giro
ordinario de sus negocios vy operacidnes sociales./------—---ri---———-

CERTIFICA
Que por Escritura Pﬁblica No. 2,499’ del 28‘\@9 Mayo de 2009,
otorgada en la Notaria la. de Bogota c¢uya parte pertinente se
inscribid en esta Cémara de Comercio, el 02 de Julio de 2009 bajo

el No. 3,948 del libro rospectlvo,--—-= —————————————————————— ————————-
consta que el sefdor LUIS ALBERTQ PALACIOS ARAGON con CE No.319788,
en su calidad de Representante Legal de GYNOPHARM S.A., manifesto

que confiere poder general, amplio y suficiente a la Doctora -------
CAROLINA MARIA ROMERO CERON, identificada con cedula de ciudadania
numero 52.352.190, para que en nombre de la sociedad GYNOPHARM -----
S.A., promueva y defienda 1los intereses de la sociedad judicial y
extrajudicialmente, en toda especie de gestiones y actuaciones ante
las autooridades administrativas o jurisdiccionales en especial ----
para: a) Recibir notificaciones de cualesquiera tipo de actos ------
emanados de las autoridades administrativas o judiciales. b) -------
Presentar recursos por la via administrativa o judicial, renunciar
a terminos, desistir, conciliar, transigir y modificar. c¢) Elevar
peticiones v solicitar informacion a las autoridades ------=--=-------
administrativas y Jjurisdiccionales. d) Presentar demandas ante las
autoridades administrativas y judiciales.----------------———-=a—————
CERTIFICA
*¥% CONTINUA ***
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Cue en este Camara de Comercic no apsrecen inscripciones posterioras
de decumentos  referentes a reforma, disclucién, liguidacidn o

nombramiantcz de representantes legales de lz expresada sociadad.
CERTIFTILICA
Que su Bltima Rencvacidn fue el: 31 de Marzo de 2009.
Lz informacidn sobkre embargos de establecimiento se zuministra en
Certificados de #ztricula, 1a de centratos sujetcs a regisitre, en
Certificados ZTspeciales.
CERTIFICE

Que los acitns de registro aqul certificades guedan en firme cinceo
dias hébiles despuss "de -la  cerrespondiente. inscripcoidn, siempre
que, dentre de dicho” términb,’ nes dean objefo de los recersos de
‘reposicidn - anté  esta  entidad, v/o de  apelacién vpara ante la
Superintendencaa dq.lﬁdugtzia_gjcpmérqyp. :,/J e
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COSMETIC COMPOSITION AND METHODS

[0001] The present application claims prierity to USSN 60/510,307 flled October 10,
2003, the entire conients of which are incorporated herein by reference.

BACKGROUND

[0002] The present invention relates to topical cosmetic compositions that
incorporate materiais fo stimulaie DNA repair mechanisms to repair skin cells. The
disclosed compositions and methads may prevent, reduce. or reverse signs of
premature aging, andfer improve the aesthetic appearance of skin. Use of the
compaositions may stimulate the skin's natural ability te recover from environmental
stresses and prevent signs of premaiure aging. The compositions include natural active
ingrediants derived from natural plant materials, as well as enzymes for repairing DNA

damage.

[0003] The skin is made up of two major layers. The stratum comeum, or epidermis,
is the top or outer layer of the skin.  The primary function of the stratum cormeum is to
pravide a protective covering and retard evaporative water loss from the agusous
interior. This is commonly referred to as the barrier function. The stratum corneum
protecks against mechanical insults, the ingress of foreign chemicals and assaulis by
microorganisms. It alse provides the first defense against ultraviolet ight, scr&ening oul
more than 80% of incident ultraviolet B irradiation.

[0004] The dermis lies under the epidermis and makes up 90 percent of the skin's
thickness. The dermis contains a dense meshwork of collagen and elastin, providing
strength and elasticity to the skin. Fibroblasts constitute the main cell type present in
the darmis. Fibroblasis are responsibla for synthesis and secretion of dermal matrix
components, including collagen, elastin, and glycosaminoglycans (such as hy aluronic
acid}. Whereas coflagen provides strength to the skin and elastin its elasticity,

. glycosaminoglycans serve to keep the skin moist and plump.

[DO05]  To siay healthy, the skin must cope with changing environmental conditions,
while simultanecusly repairing damage. Environmental factors play a chief role in

1
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aging, wrinkles, skin discolorations and degenerative skin conditions. Exposure to
sunkght and UV radiation are major facters resulting in skin damage, accouniing for
80% of the symptoms of pramaiure aging. Importantly, exposure to oxygen, sunlight,
and other environmantal or lifestyle stresses induces the formation of free-radicats.
Free radicals can cause wrinkles by activating metalloproteases, such as collagenases,
that are responsible for breaking down the skin's connective tissues (collagen and
alastin} The result is premature aging. Free-radical damage can also cause a
reduction in the thicknass of the dermal layer. This can cause the skin to slacken. The
slackening of the skin is the first and most visible sign of aging and a cause of wrinkles

and lines.

[0006]  Sunlight also can cause the accumylation of abnormal elastin by triggering
the overproduction of metalloproteinases. Normally, metafloproteinases remode! sun-
injured skin by manufac’(urihg and reforming collagen. Repeatedly subjecting the skin to
this imperfect rebuilding process may lead to formation of wrinkles or solar scars.
Exposure to the sun also can rob the skin of assential moisture and create a stressed
barrier that does net function properly. As moisture loss and iritation increase, the skin
hecomes sensilive, scaly, and dry,

[0007] Alkhough axygen and sunlight constitute the principal sources of free-radical
damags, other contributors include cigarette smoke, envirenmental toxins, herhicides,
pesticides, weather, diet, stresg, sleep deprivation, excessive alcohol consumphion, and
pellution.

[000G8] UV radiation from the sun may also damage DNA and may bring about
saveral detrimental effects including cell death, mutation and neoptastic transformation.
Studies indicate that some of these deleterious effects are due to the formation of two
major classes of bipyrimiding DNA photoproducts, cyclobutane pyrimidine dimers
{CPDs) and {6-4) photoproducts {64 PPs). Organisms have evolved several different
pathways for removing CPDs and 6-4 PPs from cellular DNA. These pathways include
yariols excisian repair pathways which can be highly specific or nonspecific for CPDs
and 64 PPs.
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[0009] In view of the many detrimental effects impacting the skin, there is a demand
for cosmetic compasitions and cosmetic meihods for improving the appearance and
conditien of skin, Consumers seek "anti-aging” cosmetic products that treat or delay the
visible signs of actual aging and weathered skin, such as wrinkles, lines, sagging,
hyperpigmentation and age spots. Consumers aiso seek other benefits from casmetic
products in addition to anti-aging benefits. For example, the concept of “sensitive skin”
has raised the demand for cosmetic products that improve the appearance and
condition of sensitive, dry andfor flaky skin, and that soothe red, and/for irmtated skin.
Consumers also desire cosmetic products that treat spots, pimples, blemishes, ard the
iike, or that reduce the risk of skin cancer.

[0010}  In spite of the various anti-aging cosmetic products on the market for the
treatment of skin, there remains a need for effective topically appiled cosmetic
compositions that provide anti-aging or rejuvenating benefits to the skin, hair and/or
nails using natural ingredients as acfive components. Unnatural, chemicaliy-
synthesized products may ke perceived as being environmentally or personatly unsafe,
In contrast, natural products are perceived as pure. mild, and superior 1o chemically
synthesized preducts. Natural based products extracted from plants or herbs are
befieved to contaln antioxidantffree-radical scavenging agents that can nautralize the
effects of free-radical damage. Additionally, they can contain agents that stimulate the
synthesis and restoration of damaged connective tissue structures in the dermis and
barrter function in the epidermis

[0011] Howevar, delivering & cosmetic benefit from “natural® sources, such as plants
or herbs, is not trivial. Deriving a real benefit from such sources requires identification
of specific plantferbat extracts or ingradients, their minimum active concentrations, and
their additive or synergistic activities in combination with other ingradients fo impart anti-
agfng and/or skin improvement bencsfits.

[0012]  The present compositions further address the frequent irritation problems
associated with exfoliating agents such as retinoids (s.g., tretinoin, ratinol and refinal),
carboxylic acids inciuding a-hydroxy acids (e.g., lactic acid, glycolic acid), B-hydroxy
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acids (e.g.. salicylic acid), a-kelfe acids, acetic acid and trichloroacetic acid, 1-
pyrralidone-3-carboxylic acid, capryloyl saficylic acid, a-hydroxy decanoic acid, o-
hydrexy octanoic acid, gluconolactone, methoxypropyl gluconamide. oxalic acid, malic
acid, tartaric acid, mandelic acid, benzylic acid, gluconic acid, benzoyl peroxide and
phenol, among athers. Exfoliants and other ingredients may also increase the skin's
sensifivity to énvimnmental conditions such as sunlight, wind, cold temperature and dry
air, or may exacerbate the inritation sttributable to a pre-existing skin disease.

[0013] The present invention therefore providas cosmetic compositions for topical
use that have anti-aging, anti-oxidant, anti-irritant, anti-inflammatory, and/or aesthetic
improvemant properties. The cosmetic compositions of the present invention may
reduce [rritation problems that may be encountered with conventional exfoliating agents.

BRIEF SUMMARY

[0014]  In one embodiment, the present invention provides a topical composition
including in a pharmaceutically or cosmetically acceptable vehicle, a Rosmarinus
officinalis plant ingredient or extract; at least one plant ingredient or extract from
Cenfella, Echirracaa, Alpinia, or midures thereof, and a DNA repair enzyme

[0018] In a particular ermbodiment, the topical composition may include a
Rosmarinus officinalis plant ingradient or extract; a Centelia asiatlca pl-ant ingredient or
extract; an Echinacea angustifolia plant ingredient or extract; an Alpinia speciosa plant
ingredient or extract; and a liposome-encapsulated Micrococeus hufeus N-

glycosylasefAP lyase enzyme.

[0018] In another embodiment, the iepical composition may include a Rosmarinus
officinalis plant ingredient or extract; an Alpinia speciosa plant ingredient or extract; and
a liposome-encapsulated Wierococcus fiiteus N-glycosylase/AP Iyase enzyma.

{0017]  The cempesition may include other cosmetically active piant or botanical

igredients present in, ar in the form of casior seed oil, Licorice oot extract, seaweed
gxiract, isrmon exfract, cucumber extract, sunflower seed extract, hydrolyzed cats, oat
{Avena saliva) kernel extract, evening primrose extract (e.g., Lunawhite B), hydrolyzed

4
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soy protein, yeast extract (e.g., Toniskin), Lentinus enodes extract (e.g., Fermiskin),
Perilla ocymoides leaf extract (e.g., Shiso extract), Nymphaea alba flower extract (e.g.,
Nympheline), silk proteins and/or combihations or derivatives thereof, and may further
include a variety of vitamins, minerals, anti-oxidants and/or other cosmetically active
agents. A suitable source for the plant or botanical ingredients is Barnet Products
Corp., Englewood Cliffs, NJ.

[0018] The active ingredients may be obtained from seeds, needles, leaves, roots,
bark, cones, stems, rhizomes, callus cells, protoplasts, organs and organ systems, or
meristems. The active ingredients may be incorporated in the present compositions in a
variety of forms. Such forms include a pure or semi-pure component, a solid or liquid
(e.g. oil) extract or derivative, or a solid plant matter. The plant matter may also be

incorporated in various subforms, including whole, minced, ground or crushed.

[0019] The present invention may also provide a method of improving the aesthetic
appearance of skin, in which a composition of the present invention is topically applied
to skin in a cosmetically effective amount. In a further aspect, the present invention
provides a method to stimulate the skin’s natural ability to recover from environmental
stresses and/or prevent or reverse the signs of aging, in which a composition of the
present invention is topically applied to skin areas typically exposed to UV rays or other

environmental stresses.

[0020] The cosmetic composition of the present invention may be applied to the skin
at a frequency 'of at least once a day. When the cosmetic composition is applied to the
skin once a day, it is desirable to apply the composition in the evening so that further
environmental insults to the skin are reduced. The cosmetic composition may be
applied to skin for a period of time effective to provide anti-aging benefits and/or an
improved aesthetic appearance. In one embodiment, the composition is applied at least
once daily, for a period of fourteen days or longer.

[0021] The present invention also contemplates a kit suitable for a treatment regime
to provide an amount of the cosmetic composition suitable for a desired period of time,
such as fourteen days. According to this embodiment, a kit including a package that

5




WO 2005/034891 PCT/US2004/033419 . p ‘ l

appearance of skin. Representative improvements may include, but are not limited to,
favorable characteristics and/or properties related skin thickness, elasticity, resiliency,
moisturization, smoothness, tone, texture, radiance, luster, brightness, clarity, contour,
firmness, tautness, suppleness, softness, sensitiﬁity, pore size, or combinations thereof.
These terms may also be used to designate an improvement in an adverse skin
condition. Representative adverse conditions affecting by, resulting in or resulting from
such an adverse skin condition include, but are not limited to, psoriasis, eczema,
seborrhea, dermatitis, sunburn, estrogen imbalance, hyperpigmentation,
hypopigmentation, discoloration, yellowing, freckles, skin atrophy, skin breakout, skin
fragility, dryness, tactile roughness, chapping, sagginess, thinning, hyperplasia, fibrosis,
enlarged pores, cellulite formation, bruising, acne formation, apoptosis, cellular
differentiation, cellular de-differentiation, prevention of tumor induction or tumor
progression, viral infections, fungal infections, bacterial infections, spider veins
(telangectasia), hirsutism, rosacea, pruritis, calluses, warts, corns, or combinations

thereof.

[0034] The present invention provides a topical composition that includes, in a
pharmaceutically or cosmetically acceptable vehicle, a Rosmarinus officinalis plant
ingredient or plant extract; at least one plant ingredient or plant extract from Centelfa,
Echinacea, Alpinia, or mixtures thereof, and a DNA repair enzyme.

[0035] Application of the topical composition of the present invention may improve
the aesthetic appearance of the skin, and may rejuvenate or enhance the skin. The
compositions of the present invention may also provide a variety of anti-aging and skin
texture benefits. It is believed that the combination o.f ingredients used in the present
invention provides significant anti-aging and skin texture benefits relative to the
individual ingredients therein. Topical application of the ingredient combinations may
produce benefits that are additive or synergistic relative to application of the individual
ingredients therein.

[0036] The presentinvention may provide benefits to skin relating to anti-aging and
improved aesthetic appearance. Accordingly, the present invention provides topical
compositions and methods for their use in treating skin to prevent, arrest, reverse,
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ameliorate, diminish, reduce or improve signs of aging, including, or associated with,
chronological aging, hormonal aging, and/or photoaging. The signs of aging may
include, but arse not limited to, skin fragility; loss of collagen and/or elastin; estrogen
imbalance in skin; skin atrophy; appearance and/or depth of lines and/or wrinkles,
including fine lines; skin discoloration, including dark eye circles; crow's feet; skin
sagging; skin fatigue and/or stress, e.g., skin breakout due to environmental stress,
such as pollution and/or temperature changes; skin dryness, fine lines due to skin
dryness, skin roughness; skin flakiness; cellular aging; loss of skin tone, elasticity,
clarity, luminosity, and/or luster; loss of skin firmness; poor skin texture; loss of skin

elasticity and/or resiliency; thin skin, and inflammation.

[0037] The benefits and improvements to the aesthetic appearance of skin can be
manifested in any of the following: reduction in pore size, fine lines, wrinkles, tactile
roughness, and inflammation; improvement in skin tone, radiance, clarity and/or
tautness; promotion of anti-oxidant activity; improvement in skin firmness, plumpness,
suppleness, and/or softness; improvement in procoltagen and/or collagen production;
improvement in skin texture and/or promotion of retexturization; improvement in skin
barrier repair and/or function; improvement in appearance of skin contours; restoration
of skin luster, clarity, and/or brightness; replenishment of essential nutrients and/or
constituents in the skin decreased by aging and/or menopause; improvement in
communication among skin cells; increase in cell proliferation and/er multiplication,
increase in skin cell metabolism decreased by aging and/or menopause; improvement
in skin moisturization; promotion and/or acceleration of cell turnover; enhancement of
skin thickness; increase in skin elasticity and/or resiliency; and enhancement of
exfoliation, with or without the use of alpha or beta hydroxy acids, keto acids or other
exfoliants.

[0038] Other benefits may include an increase in skin smoothness and/or softness,
an increase in the perception of skin condition, an increase in skin moisture, a reduction
in skin stress and fine lines, an increase in brightness, improved skin texture and skin
firmness.
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[0039] In one embodiment of the present invention, the topical composition includes
a plant ingredient or plant extract from Rosmarinus officinalis (Rosemary extract); at
least one plant ingredient or plant extract from Centella, Echinacea, Alpinia, or mixtures
thereof; a DNA repair enzyme; and a pharmaceutically or cosmetically acceptable
vehicle.

[0040] Compositions of the present invention include an ingredient or extract from
Rosmarinus officinalis (e.g., Rosemary extract). Ingredients from Rosemary are
believed to have anti-aging, anti-cancer, anti-inflammatory, anti-microbial properties
and/or low toxicity. Active ingredients in Rosemary are believed to include, but are not
limited to, ursolic acid, carmosol, carnosic acid, rosmarinic acid and oleanolic acid.
Active ingredients in Rosmarinus officinalis are believed to restore the skin’s collagen
bundle structures and elasticity, and/or to prevent or improve the appearance of lines,
fine lines, wrinkles and/or age spots. Part of this appears to be attributed to ursolic acid
and carnosic acid, which are believed to downregulate the enzymatic activity of
metalloproteinase enzymes responsible for breakdown of collagen and elastin.
Rosemary extract ingredients believed to function as anti-oxidants, include, but are not
limited to carnasol, camosic acid, rosmarinic acid and ursolic acid. Ursolic acid is
believed to be a potent anti-inflammatory agent, to form oil-resistant barriers on the skin,
and to improve the skin barrier function. Moreover, ursolic acid and oieanolic acid have
also been shown to inhibit tumor promotion. Consequently, the use of these agents
may provide the added benefit of protecting against the onset or promotion of skin

cancer.

[0041] Other plant or botanical sources containing ursolic acid that may be used in
the present invention include, but are not limited to, holy basil (tulsi; Ocimum sanctum),
bilberry (Vaccinum myrtillus), devit's claw (Harpagophytum procumbens), elder flowers
(Sambucus nigra), peppermint leaves (Mentha piperita), periwinkle (Vinca minor),
lavender (Lavendula augustifolia), oregeno (Origanum vulgare), thyme (Thymus
vulgaris), hawthorn (Crataegu laevigata), cherry laurel leaves (Prunus faurocerasus),
and ground ivy (Glechoma hederaceay.
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[0042] The present invemtion may also include a plant ingredient or plant extract from

Centella, Echinacea, Alpinia, or mixtures thereof. The ingredient or extract may be from
any species members of these genus groups.

[0043] In & particular embodiment, the topical composition may include a
Rosmarnnus officinalis plant ingredient or extract, a Centella asiatica plant ingra:dient or
extract an Echinacea angustifolia plant ingredient ar exfract; an Alpinia specicsa plani
ingredient or extract; and a liposome-encapsulated Micrococcus futeus N-
glycosylase/AP lyase enzyme.

[0044] 'n another embodiment, the topical compaosition may include a Rosmarints
officinalis plant ingredient or extract, an Alpinia speciosa plant ingredient or extract; and
a liposome-encapsulated Micrococcus luteus N-glycosylase/AP lyase enzyme.

[0045] Centella or Canfella asiatica belongs to the Hydrocotyl genus and also is
known a5 Goiu Kola or Indian Pennywort. Cenfella asiafica is balieved to contain
sgveral active ingredients, including three triterpenes, asiatic acid, madecassic acid and
asiaticoside. These ingredients are believed to be useful anti-wrinkle/anti-aging
ingredients on account of several recognized properties. Specifically, Centella agents
arc helisved o act upon connective tissue, where they are thought to increase collagen
and giycosaminoglycan synthesis, increase connective tissue remodeling and elasticity,
modulate fibroblast activity and/or metabolism, and act as an anti-inflammatory agent.
Additionally, the Ceritefia triterpenes have been found to dose-dependently inhibit free
radical-induced coflagen degradation. Of the three triterpenes, asiaticoside has been
found to induce collagen synthesis and to elevate enzymatic and non-enzymatic anti-
oxidant activities of vitamin E, vitamin C, superoxide dismutatse, catalase, and
glutathionz peroxidase. Cenfelfa also is believed 10 have anti-inflammatory properties
and has been usad traditionally for traating eczema and for minor tehing and insect
bites,

[0048] Echinacea or coneflower is believed 10 exist in at least three varieties,
Echinacea purpurea, Echinacea angustifolia, and Echinacesa paflida. Total Echinacea

extracts and echinoside, a caffeoy! devivative present therein, provide protective effects
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on skin connective tissue and are thought to enhance wound healing. Ingredients in
Echinacea also arg believed to possess anti-bacterial and anti-inflammatory activity and
to reduce redness in skin or ralieve conditions, such as eczema, insect bites and
psonasis.

{00471  Alpinia is a rhizomatous herb. Representative Alpinia membars include, but
are nat limited to, Afpinia galanga, Alpinia katsumadai, Alpinia officinadis, Alpitia
oxyphylia, Alpinia purpurata, Alpinia speciosa, and Alpinia zerumbet. Alpinia species
are halieved to promote collagen synthesis and cell growth and to inhibit activity of the
collagenase and/or elastase enzymeas, which breaks down collagen and elastin in
process regulated by the NF-kB pathway. Accordingly, a diarylhepianoid fram Alpina
officinarum was recantly shown to inhibit proinflammatory mediators via inhibition of
mitogan activated protein kinaze, p44/42 and transcription factor NF-KB (J. Pharmacol.
Exp. Ther., 305:625-931; see also intl. J. Cosmetic Science, 21(2):71, April 1989).
Advantageously, Alpinia exiracts have been also found to inhibit tumor progression.
Consequently, use of Alpfnia ingredients ar extracts may protect against skin cancer.
Other compaositions of the present invention may include Afpinfa speciasa.

[0048] The plant ingredients or plant extracts for use in the present invention may be
present in a collective amount ranging from abotrt 0.0001% to 5% by weight of the total
composition, desirably from about 0.001 wi % to abaut wt 0.5%, more desirably from
about 0.01 wt % to abaut 0.1 wt %.

[0048] Rosemary extract, or ingredients thereof, may be present in an amount from
about 0.001% to about 10% by weight of the composition. Desirably, the Rosemary
ingredient ar extract is present in an amount from about 0.05 wt % to about 5 wit Yo,
more desirably from 0.01 wt % to about 1wt %, and still more desirably from about 0.01
wt % to about 0.05 wt %, of the total weight of the compaosition.

[0050] The present invention may include a plant ingredient or plant extract from
Centelta or Alpinia {or mixtures thereof), where the at least ong plant ingredient or plant
extract is present in the composition, mdividually or collectively, in an amount ranging
from about 0.001% to about 10% by weight of the total composition, desirably from
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about 0.005 wt % to about 2 wt %, more desirably from about 0.02 wt % to about 0.08
wt %. Alternatively, or in addition, the present invention may also include an ingredient
or extract from either of the Echinacea species, where the ingredient or extract is
present in the composition, individually or collectively, in an amount ranging from about
0.0001% to about 1% by weight of the total composition, desirably from about 0.001 wt
% to about 0.1 wt %, more desirably from about 0.0005 wt % to about 0.02 wt %.

[0051] The plant ingredients of the present invention may be provided separately
from a plant extract or they may be included with a plant extract present in a mixture.
For example, Rosmarinus officinalis leaf extract with lecithin and water is available as
MEROSPHERES from Applied Genetics, Inc. Dermatics, Freeport, NY. Alpinia
speciosa leaf extract in water and butylene glycol is available as ALPINIA LEAF
EXTRACT BG from Maruzen Pharmaceuticals Co., Ltd., Hiroshima, Japan. A
combination of Centella asiatica extract, Echinacea angustifolia extract, and
Rosmarinus officinalis leaf extract in dipropylene glycol and SD-alcohol is available as
ACTIFIRM ULTRA DiPG from Active Organics, Lewisville, TX. Desired embodiments of
the present invention may include at least one plant ingredient or plant extract from at
least two, or more desirably three members of the group including, Centella asiatica,
Echinacea angustifolia, and Alpinia speciosa.

[0052] DNA repair enzymes for use in the present invention may include enzymes
involved in either the base excision repair (BER), the nucleotide excision repair (NER)
pathway, or alternate excision repair pathways as described in e.g., U.S. Pat. No.
6,368,594. These pathways are mediated by separate sets of proteins capable of
carrying out DNA incision, lesion removal, gap-filiing, and ligation reactions.

[0053] The NER pathway constitutes a widely distributed, lesion non-specific repair
pathway orchestrating DNA damage removal via a dual incision reaction upstream and
downstream from the damage site resulting in release of an oligonucleotide containing
the damage. Following removal of the damaged DNA, the resulting gap is filled and the
DNA ends are ligated together.
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[0054] The BER pathway is the primary defense against all major forms of DNA base
damage. This pathway is responsible for detecting and removing a variety of specific,
individual base lesions within a large poo! of undamaged DNA. BER pathways typically
involve the aclivity of N-glycosylase/AP lyase enzymes specific for CPDs. The N-
glycosylase/AP lyase enzymes first cleave the N-glycesidic bond of & CPD 5 pyrimidine
and then cleave the phasphodiester backbone at an abasic site via a f-lyase

mechanmsm.

[0053} Suitable DNA repair enzymes for use in the present invention have N-
glycosylase/AP lyase activities capable of recognizing, excising and repairing damaged
DNA, such az CPDs and (6-4) photoproducts, The activity of these enzymes can be
light-dependent (e.g., phetolyases) or light-independent. Exemplary DNA repair
enzymes in this group inglude, buf are not limited to, bacteriophage T4 pyrimidine
dimer-specific endonuclzase (denV endenuciease), Micrococcus Juteus N-
glycosylase/AP lyase, Saccharomyces cereviéiae N-glycosylasefapurinic-apyrimidinic
lyase, Schizosaccharomyces pombe UY damage endonuciease (UVDES, Chlorella virus
isolate PBCV-1 pyrimidine dimer-specific glycosylase, Anacysiis nidulans phaotolyase,
and modified, non-native {e.g., recombinant) enzyme products thereof

[0056] DNA repair enzymes may also include other members from the BER, MER or
atternate pathways. These enzymes may include Of-methylguanine-DNA
methyltransferases, uracil- and hypoxanthine-DNA glvcosylasas, DNA exonucleases,
damaged-bases glycosylases (e.g., 3-methyladenine-DNA glycosylase), endonucieases
alone or in complexes {(e.g., £ coff uwrAfuvrB/wrC endonuclease complex), and other
enzymes and enzyme complexes whose activifies at present are only partially
understood, such as, the products of the ERCC genes of humans and the RAD genes
of yeast. Exemplary DNA repair enzymes include, but are not limited to, uracil DNA
glycosylases, 3-methyladenine DNA glycosylase, Endonuciease [Iliihymine glycol DNA
glycosylases, Endonuclease VI, fapy/S-oxoguanine DNA glycosylases, A-G-mismatch
DNA glycoslyases, G-T mismatch DNA glycosylases, formyluracil DNA glycosylases,
hydroxymethyl uracil DNA glycosylases, XPC-hHR23B, XPA, RPA, XPB, TFIH, XPG,
XPF-ERCCH, F{Eid4—Had23, Rad14, Rfa, Rad25/8s12, Rad3, Rad2, Rad1-Rad10,
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various DNA polymerases, DNA ligases and the fike. Exemplary sources for these
enzymes may include bacterial or mammalian cell sources, including, but not limited to
E.caff, 5. cerevisiae, S. pombe, human, human, monkey, mouse, rat, hamster and the
like.

[0057] As used herein, the term "DNA repair enzyme” is intended t0 include the
foregoing enzymes and cther enzymeas now knewn or subsequently discovered or
developed, inciuding alycosylases, apuwrinicfapyrimidinic endonucleases or other

enzymes having activities capable of repairing damaged DNA,

[0058] DNA repair enzymes of the present invention may be derived ar extracted
from suitable sources such as £, cofi, Microeoccus, and the like. The DNA repair
enzymes may be encapsulatad in liposomes as described in US 5,286,231, the entire
contents of which is incarporated herein by reference. For example, a DNA repair
enzyme derived from a Micrococcus luteus cell lysate is provided in a liposomal
formulation containing lecithin and water and fs available as ULTRASOMES™ from
Applied Genetics, Inc. Darmatics, Freeport, NY or ULTRASOMES-V™ from Barnst
Products Corporation, Englewood Cliffs, MJ. Liposomes encapsulating an Anacysts
nidlans lysate containing the Anacystis midufans photolyase are available as
PHOTOSOMES™ from Applied Genetics, Inc. Dermatics, (Freeport, NY). The
liposomes may include conventional phaspholipids, oleic acid andfor cholesterol
hemisuccinaie from vegetable-derived sources, &.9., soybean or they may be produced
from other suitable sources conventionally known to those skifled in the art.

[0059] Exemplary embodiments may incorporate ULTRASCOMES™ ()L TRASOMES-
V™, ar PHOTOSOMES™ in an amount ranging from about 0.01 % to 20 % by weight of
the total composition, desirably from about G.1 wt % to about wt 10 %, more desirably
from about 0.5 wt % to about 3 wt %

[0060] Liposcmes may be used as delivery agents to faciiitatt transfer of

cosmetically active agents into the darmis of skin, such as the DNA repair enzymes or
the plant or botanical Ingredients of the present invertion.  Other delivery agents may
be used for derrﬁal delivery in placea of the liposomes. incliding, but not iimited fo skin
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delivery vehicles known to those skilled in the art, including emulsions,
microemulsions, nanoemulsions, nancparticles, microspheres, ethosomes,

transfersomes, and niosomes.

[0061] Additional cosmetic ingredients may also be included in the cosmetic
composition of the presant invention, including, but not limited to, ingredients présent in:
licorice, licorice extracts, licorice derivatives (e.g., glycyrrhizinates), lemon extract;
cucumber extract; sunflower seed extract; castor seed oil; vat proteins, cat extracts,
hydrolyzed oats; silk protein {e.g., sericin}; hyaluronic acid and its derivaiives (e.g.,
sodium hyaluronate); vitaming; minerals; ;'::n*ti-cxldants; phospholipids, sphingolipids,
cholesteral, andfor other ingredients or combinations thereof having anti-aging, anti-
oxidant, anti-inflamrmatory, anti-irritant, anti-cancer ar other skin-protective properties,

aesthetic appearance enhancing properties, and/or increased skin delivery properties.

[0062] Cosmetically useful vitamins, minerals andfor anti-oxidants for topical
application in accordance with the present invention include plant ingredients and
extracts having anti-oxidant properties (e.g., Rosemary extract, Centella aslaticoside,
el ) vitamin A and its precursers or dervatives (e.g., beta-carctene, retinyl palmitate);
vitamin B3 and its precursors or denvatives (e.7., niacinamide); vitamin 85 and s
precursors or derivatives {&.g. panthenol); vitamin C and its precursors or derivatives
(e.g., tetrahexyldecyl ascorbate, ascerbyl palmitate), vitamin E and its precursors or
dervatives {.g., d-alpha-tocopherol, tecopheryl acetate); vitamin K and ifs precursors
or derivatives; selenium and its derivatives {e.qg., L-selenomethionine}, and alpha lipoic
acid (ALA).

[0063] ALA s a potent, naturally oceurring anti-oxidant, sometimes referred to as the
“universal anti-oxidant” because of its activity and solubility in both water and lipids.
ALA is able fo penetrate into skin cells, is able to prevent activation of the
proinflammatory NF-KB pathway responsible for breakdewn of collagen and elastin, and
is able to boost the protective effects of vitamins E and C, thereby boosting naturally
ocourring anti-oxidants within cells.
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[0064] In cne embodiment, tetrahexyldecyl ascorbate may be incorporated in the
composition of the present invention. Tetrahexyldecyl ascorbate is a stable, lipid-
soluble ester derivative of vitamin C. Vitamin C has been reported to promote collagen
synthesis, inhibit lipid breakdown, regenerate vitamin E, reduce fine lines and wrinkles,
heal sunburns, and is a potent anti-oxidant scavenger of free radicals having significant
anti-inflammatory properties, hindering production of e.g., arachidonic acid.

[0065] In another embodiment, panthenol or its equivalents are contemplated for use
with this invention. Panthenol is an effective film-forming moisturizing agent having anti-
infammatory properties. Panthenol equivalents may include alcohol derivatives of
pantothenic acid, such as the ones described in CTFA Cosmetic Ingredient Handbook,
The Cosmetic, Toiletry and Fragrance Association. Inc., pp. 272-273, 1892, For optimal
usefulness, the amount of panthenol should be chosen so that the composition dries
reasonably quickly. The more panthenol in the compaosition, the longer it takes for the
composition to dry when it is applied to skin or other surfaces.

[0066] Vitamins, minerals, and/or anti-oxidants may be present in a collective
amount ranging from about 0.01 % to 20 % by weight of the totai composition, desirably
from about 0.1 wt % to about wt 10 %, more desirably from about 0.5 wt % to about 3 wt
%.

[0067] Optionally, the present composition may additionaily include one or more
anesthetics, anti-allergenics, anti-irritants, antifungals, anti-microbials, anti-inflammatory
agents, antiseptics, chelating agents, colorants, depigmenting agents, emoillients,
emulsifiers, film formers, fragrances, humectants, insect repellents, lubricants,
moistprizers, pharmaceutical agents, photostabilizing agents, preservatives, skin
protectants, skin penetration enhancers, sunscreens, stabilizers, surfactants,

thickeners, viscosity modifiers, or any combinations thereof.

[0068] The present invention provides plant or botanical ingredients and natural,

active ingredients having anti-irritant or anti-inflammatory properties to counter potential
irritation to skin. Although some embodiments lack the use of exfeliating agents, these
agents may be included provided that sufficient anti-irritant/anti-inflammatory agents are
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inciuded to ameliorate the imritating effects of exfoli ating agents. Exemplary anti-iritants
include, but are not limited 1o, aloe vera, a-bisabolal, caffeine or other xanthenes,
chamaomile, cala nitada extract, dipotassium glycyrrhizinate, glycyrrhizic acid and its
derivatives, green tea extract, lecithin or hydrogenated lecithin, licorice extract, tea tree
oil, steraidal or non-steroidal anti-inflammatory agents, including, but not limited to
cyclaoxygenase inhibitors (e.g.. saficyiic acid, acetyisalicylic acid), NF-kB inhibitors,
strontium acetate, strontium chleride, strontium nitrate, urea, or combinations therenof.
Desirable ant-iritants may include dipotassium glycyrrhizinate, lecithin and

hydrogenated lecithin,

[0063] Anti-irritant or anti-inflammatory agents may be present individually or
collectively in an amount ranging from about 0.01 % to 10 % by weight of the total
compasition, desirably from about 0.05 wt % to about wt 5 %. more desirably from about
02 wit % to about 1.5 wt %.

[0070] The plant ingredients, plant exttacts, oils, vitamins, minerals, antioxidants,
anti-irri{ants or other active agents may be included, sither individually or colfectively, in
. & pharmaceutically or cosmetically acceptable vehicle. Examples of pharmacetically
or cosmetically acceptable vehicles suitable for the embodiments of the present
invention include, hut are not limited to, water, G1-C4 alcohols, fatty alcobials, fatty
ethers, fatly esters, glycerin, glycols, vegetable oils, mineral ails, lecithin, hydrogenated
lecithin, liposcmes, laminar lipid materials, phospholipids, polyglycols, polyols, propy!
alcohol, silicons oils. vegetable oil, or any combinations thereof.

[0071]  The pharmaceutically or cosmetically accepiable vehicle of the present
invention may be in the form of a homogeneous phase formulation or in the form of an
emulsion or microemulsion including, but not limited to, oil-in-water, water-in-cil and
multiple including triple, phase emuisions. These emulsions can cover a broad range of
cansistencies including thin letions (which can also be suitable for spray or asraso!
defivery), creamy lotions, light creams and heavy creams. Other suitable fapical
cairiers include anhydrous liquid solvents such as oll and aloohol; aqueous-based
single phase iiquid selvent {e.¢., hydro-alooholic sclvent system): anhydrous salid and
semisolid (such as gel and stick); and aqueous based ge! and mousse system.
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[0072] The pharmaceutically or cosmetically acceptable vehicle will usually contain
from about 5% to about 98 9% by weight of the total compaosition, desirably from about
25% to about 80%, and more desirably fram about 50% to about 70% by welght of the
composition, and may, in the absence of other cosmetic adjuncts, form the balance of

the composition.

[0073] Emollients are moisturizers to maintain hydration or to rehydrate the skin by
providing a protective emolfient coating. Emollients may be classified under such
general chemical categories as esters, fatty acids and alcohols, polyols and
hydrocarbons. Esters may be monge- or di-esters. Representative examples of fatty di-
esters include, but are not limited to, dipotassium glycyrrhizinate, dibutyl adipate, diethyl
sebacate, dilsopropyl dimerate, and dioctyt succinate  Acceptable branched chain fatty
esters include, but are not Iimited to, 2-ethyl-haxyl myristate, isoprapyl stearate and
isostearyl palmitate. Acceptable tribasic acid esters include, but are not limited to,
triisopropyl triincleate and trlaury citrate. Acceptable siraight chain fatty esters
include, but are not limited to, lauryl palmitate, myristyl lactate, and stearyl oleats.

[0074] Suitable fatty alcohols and acids may include, but are not limited to, alcohols
or acids having from about 10 to 20 carbon atoms. For example, alcohols such as cetyl,
myristyl, palmitic and stearyl alcohols and acids may be used.

[0075] Polyols may serve as emollients, including, but not limited to linear and
branched chain alkyl polyhydroxyl compounds, Representative polyols, include, but arg
not limited to butylene, propylene glycol, sorbitol, glycerin, polymeric polyols, such a3
notypropylene giyveol and palyethylens giveal, and the like,

[0076] Hydrocarbons may serve as emollients and may include hydrocarbon chains
having from about 12 to 30 carbon atoms, including, but not limited o mineral oil,
patroleum jelly, squalene and isoparaffing,

[0077] Exemplary emcilients include, but are not limited fo, butylene, caprylicicapric
triglyerides, castor oil, ceteareth-20, ceteareth-30, cetearyl alcohal, ceteth 20,
cetosiearyl a!cohol, cetyl alcohol, cetyl sfeanyl alcohol, chelesterol, cocoa butter,
ditsapropyl adipate, givcerin, gyeeryl monasleate, glycery! monostearate, glyceryl
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stearate, isoparaffing, isopropyl myristate, isopropy!l palmitate, lanolin, lanolin alcohal,
hydrogenated lanolin, isoparaffing, liquid paraffins, linoleic acid, minaral gil, oleic acid,
petroleum jelly, phospholipids, polyethylens glycol, polyethylene glycol-7 glycsryl
cocoate, polyethylene glycal-18 methy! ester disnethyl silane, polyoxyethylene glycol
fatty alcohol ethers, polyoxypropylene 15-stearyi ether, polypropylene glycel propylene
glycol, propylens glycaol stearate, sorbitol, sphingolipids, syualene, steareth-2 or -100,
gtearic acid, stearyl alcohel, urea, white petrolatum, and the like. '

[0078] Emcllients may be present individually or callectively in an amount ranging
from about 0.005 % to 20 % by weight of the total compaosition, desirably from about 0.1
wi % to about wi 10 %, more desirably from about 1.0 wt % io aboui 5.0 wt %.

[0079F Humectants are meisturizers that can bind water and retain it on the skin
surface. Exemplary humectants include, but are not limited to, acetyl glucosamine,
bisaccharide gum, butylene glycol, ethaxydiolyeol, ethylene glycolpolypropylene,
glucose, glycereth-26, glycerin, glycerol, glycol, lactitol, maltitol, propylene glycal,
sericin, sodium hyaluronate, sorbitol, xylitol, sedium citrate, glucose and the like.,

[0080] Humectants may be collectively present in an amount ranging from about 0.1
% to 40 % by weight of the total compoesition, desirably from about 2.3 wit %4 to about wt
25 %, more desirably from about § wt % to about 15 wi %.

[0081] The present compositions may provide one or more preservaiives. Suifable
preservatives include disodium EDTA, benzyl alcohol, methylparaben, phenaxyethanol,
propyiparaben, ethylparaben, hutylparaben and isobutylparaben.

[0082] Another category of iunctional ingredients within the cosmetic compositions of
the present invention are thickeners Thickeners will usually be prasent in g collective
amount ranging anywhere from about 0.01 t¢ 10 % by weight, desirably from about 0.05
to 5 % by weight, more desirably from about 0.1 % 10 1 % by weight of the compaosition.
Examplary thickeners are cross-linked polyacrylate materials. Gums such as xanthan,
carrageenan, gelatin, karaya, pectin and locust bean gum may be used. Under cerfain
cirsumstances the thickening function may be accamplished by a material also serving
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as a silicone or emoliient. Forinstance, silicons gums in excess of 10 centistokes and
estars such as glycercl stearate have dual functionality.

[0082] Powders may be incorporated inte the cosmetic composition of the invention.
These powders include chalk, tale, kaolin, starch, smectife clays, chemically modified
magnesium aluminum silicate, arganically modified montmorilloniie clay, hydrated
aluminum silicate, fumed silica, aluminum starch octenyl succinate and mixtures

theraof.

[00B4] Other 'adjunct minor componenis may atso be incorporated into the cosmetic
compositions. These ingredients may include coloring agents, opacifiers and perfumes.
Amounts of these other adjunci minor components may range anywhere from 0.001%
up to 20% by weight of the composition.

[008B5] The compaositions of the present invention may be farmulated in any
convenient form suitable for topical application to the skin. Such proguct forms include,
but are not limited to, aerosocl spray, cream, dispersion, emulsion, foam, gel, liquid,
lotion, mausse, ointment, patch, pomade, powder, pump spray, sefid, solution, stick,
and toweletie. A desired cosmetic form is a cream that is an oll-in-water emulsion.

Water-in-oil and water-in-silicone emulsions aiso are contemplated.

[0088] The composition can be packaged in a suitable container to suit its viscosity
and infended use by the consumer. For example, a lotion or a cream can be packaged
in & bottle or a roll-ball applicator, or & propellant-driven agrosol device or a container
fitted with a pump suitable for finger operation. When the composition is a cream, it can
aimply be stored in a noh-deformable boitie or squeeze container, such as a tube or a
lidded jar. The invention accordingly also provides a closed container containing a
cosmetically acceptable compasition as herein defined.

{Q087] The present invention alsc contemplates a kit suitable for a treatment regime
to provide an amount of the cosmetic composition suitable for a desired period of time,
such as fourteen days. According to this embodiment, the kit includes a package that

contains a plurality of containers, with each container having an amaount of the cosmetic
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- gompaosition according to the present invention suitable for a single use. The confainar
may be in the form of a vial or other suitable holding davice.

[0088] In one embadiment, the kit incliides a package having a plurality of vials,
each vial confaining a sufficient amaunt of the cosmetic composition of the present
invention suitable for a single application of the cosmetic composition to the skin. The
kit may be formulated to provide a number of vials matching the number of days in
which the cosmetic compoesition is applied to skin. Altematively, the kit may be
formulated for more than one application per day. In one embodiment, the kit may
contain 14 viale for daily treatment to skin over a period of 14 days. The kit may further
contain one or more applicators for applying the compositions and may further include a

set of instructions for use of the kit.

[0089] The present invention also includes methads of treating skin by topically
applying the cosmetic compositions of the present invention. In use, a small guantity of
the compaosition, for example from 1 to 100 ml, may be applied to exposed areas of the
skin, from a suitable container or applicator and, if necessary, it is then spread over
and/or rubbed info the skin using the hand or fingers or a suilable device,

[A030] in one embodiment, the present invention provides a method for preventing,
arresting, reversing, ameliorating, diminishing, reducing or imgroving a sign of aging, in
which a composition of the present invention is topically applied to skin in a cosmeticalty
effective amount sufficient to prevent, arrest, reverse ameliorate, diminish, reduce or
improve a sign of aging In skin. Exemplary signs of aging include, but are not limited o,
Tacial limes, fine ines, wrinkles, crow's feet, dark eye circlas, blemishes, age spots,
stretch marks, ar combinations thereof.

[0091] In another embadiment, the present invention provides a method for
improving the aesthetic appearance of skin, in which a composition of the present
invention is topically applied to skin in a2 cosmetically effective amount sufficient to
improve the aesthetic appearance of the skin. The improvemenis may relate to skin
thickness, elasticily, resiliency, mafsturization, tone, texture, radiance, luster, brightness,
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clarity, contour, firmness, tautness, suppleness, sofiness, sensitivity, pore size, or

comhbinations thereod,

[0092] The improvements may further relate to improving adverse skin conditions
affected by, resulting in or resulting from the group consisting of psoriasis, eczema,
seharrhea, dermatitis, sunburn, estiogen imbalance, hyperpigmentation,
hypopigmentation, discoloration, yellowing, freckles, skin atrophy, skin breakout, skin
fragiiity, dryness, chapping, sagginess, thinning, hyperplasia, fibrosis, enlarged pores,
cellulite formation, bruising, acne formation, apoptosis, cellular differentiation, callular
de-differentiation, prevention of tumor induction or tumor progression, viral infections,
fungal infections, bacterial infections, spider veins {telangectasia), hirsutism, rosacea,
prurltis, calluses, warts, coms, of combinations thereof.

[0093] The signs of aging or adverse skin conditions may result from free radical
damage, environmental agents, poliutants, diet, chrenological aging, premature aging,
hormonal aging, photo-aging, or combinations the_reof. Accardingly, the present
sompaositions and methods selected for improved anti-aging characteristics or adverse
skin conditions may employ topical application of actve ingredients inhibiting enzymes
or mediators that accelerate or facilitate aging, damage, formation of free radicals, or
breakdown of skin elements, inciuding, but not fimited to metalloproteinases,
collagenases, elastases, hyaluronidases, and proteases. The active ingredients may
have anti-oxidant activity, free radical scavenging or anti-inflammatory activity and/or
they may inhibit breakdown of collagen, elastin, fibronectin, hyaluronic acid,
giycosaminoglycans (GAG) or other extracellular matnx elements or regulatary
enzymes or mediators of the NF-kB signal fransduction pathway. The active agents
may also inhipit other signal transduction pathways associated with aging, including the
mediators and regulators associated with these pathways, or combinations thereof.

[0094] Inm addition to Improving the aesthetic or cosmetic appearance of skun, the
topical compositions of the present invention may be topically applied to enhance the
general health, vitality and appsarance of the skin. For example, the present

compogition may be applied to skin to improve micracirculation, communication among
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skin cells, replenishment of essential nutrients or skin constituerts, or to improve the

metabolism, proliferation, multiplication, turnover and/or exfoliation of skin cells.

[0095]  Exfaliation may be carried ouf with ar without the use of alpha- or heta

hydroxy acids or other exfoliants. or combinations thereof by topical application 1o skin.

YWhen using exfaliating agents in the compasitions of the present invention, sufficient
anti-irritant or anti-inflammatory agents are included to neutralize the potential irritation
associaled with exdoliating agents in the absence of such neutralizing agents.

{0098] The following are non-limiting examples of the present invention. Uniess
indicated othaerwise, all proportions and percentages are by weight.

[0097] EXAMPLE 1

[0098] The following are examples of formuiations according to the present

invenion.
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directly to the face over a periodic basis.

[0099]
" TABLE 1

Ingredients Amount {percent)
Rosemary leaf extract 0.01-0.5
Centella asiatica extract 0.01-0.08
Echinacea angustifolia 0.005-0.02
extract
Alpinia speciosa leaf 0.01-0.08
extract
Ultrasomes™ 0.05-3.0
Other plant ingrediants (.1-2.0
Vitamins 0.1-30
Preservatives 0.5-2.0
Humectants 10.0-25.0
Anti-lrritants 0.2-1.5
pH Adjuster 0.2-1.0
Thickener 0.05-1.5
EmocHiant 1.0-5.0
Water q.5.

The formulation shown in Table 1 may be provided in small quantities and applied

TABLE 2

Ingredients Amount (percent)
Rosemary leaf extract 0.01-5.0
Alpinia speciosa leaf 0.01-5.0
extract

Ultrasomes™ 0.05-3.0
Other plant ingredients 0.1-2.0
Vitamins 0.4-3.0
Preservatives 0.5-2.0
Humectanis 10.0-25.0
Anti-lrritants 0.2-1.5
pH Adjuster 02-1.0
Thickaner 0.05-1.5
Emollient 1.0-5.0
Water J.5.

The formulation shown in Table 2 may be provided in small quentiies In 2 patch and
applied under the eyas over a pericdic basis
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EXAMPLE 2

[00100] The composition of Table 1 in Example 1 was tested in the following
manner. Females between the age of 35 and 70, who were currently using a facial
regimen consisting of a cleanser, toner and moisturizer twice-daily, who perceived
themselves as having normal-to-dry or dry facial skin, and who had mild to moderate
fine lines in the left periocular area (as determined by clinical grading) were chosen as
test subjects. The test subjects were to continue use of their regular brands of skin care
products, to not begin use of new skin or hair care products, and to avoid sun exposure

(including tanning beds) and swimming pools for the duration of the study.

[00101] The test subjects were to use their normal facial skin care regimen
(cleanser, toner and moisturizer twice-daily) and then to apply the composition of Table
1 of Example 1 after use of the toner and prior to the use of the moisturizer. The
subjects were to use the composition daily for fourteen days and to be élinically
evaluated at the start (day 1) and on days 4, 7, 10, and 14. During each evaluation, the
clinician evaluated the skin for (1) the presence of mild to moderate fine lines, (2) tactile
roughness, (3) clarity, (4) dryness/scaling. Each attribute was grading according to the

following scale:

[00102] Fine lines  (0O=none and 10=severe)

{00103} Tactile Roughness (0=smooth and 10=rough)

[00104] Clarity {0=dull, matte appearance and 10=bright, luminous appearance)
[00105] Dryness/scaling (0=moist and 10=severe dryness).

[00106} In addition, corneometer measurements were taken to evaluate the
moisture content in the left cheek skin at Baseline and at Days 4, 7, 10 and 14. The
corneometer (CM 825) was placed on the cheek, in line with the center of the eye, on
the ocular bone. Triplicate measurements were taken. The corneometer quantifies
moisture content in the stratum corneum (SC) by an electrical capacitance method. The

measurement has no units, but is proportionai to the dielectric constant of the surface
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layers of the skin, and increases as the skin bacomes more hydrated. The readings are
directly related to the skin's elecirical capacitance (picoFarads}.

[0o107] FIG. 1a shows the reduction in fing lines over a 14 day period during
which a compesition of Example 1 was applied dally to 62 test subjects. The y-axis
depicts mean score changes for the 62 test subjects at the time of evaluation (at
Baseline and at Days 4, 7, 10 and 14). As reflected in FIG. 1a, the Day 14 score
represanted a scering change of -4.8 relative to the Baseline score. FIG. 1bis a graph
that depicts the % improvement in fine lines expressed in % reduction in fine lines over
the 14 day period during which a compaosition of Exampie 1 was applied daily. The
graph illustrates a >70% reduction in fine lines by Day 4 and a 859% reduction in fine
lines by Day 14.

[00108] FIG. 2a shows the reduction in skin tactile roughness over a 14 day pericd
during which a compasition of Example 1 was applied daily. The y-axis depicts the
change in scores between the Baseline and Days 4, 7. 10 and 14 {Baseline score minus
score upon evaluation). As reflected in FIG. 2a, the Day 14 score represented a scoring
change of -0.85 relative to the Baseline score, FIG. 2bis a graph that depicis the %
improvement in skin smoothness expressed in % reduction in sKin tactile roughness
over the 14 day period during which a compaosition of Example 1 was applied daily. The
graph illustrates a >50% reduction in tactile roughness by Day 4 and a >80% reduction
by Days 10-14.

[00109] FIG. 3a shows the increase in skin clarity over a 14 day period during
which a composition of Example 1 was applied daily. The y-axis depicts the change in
scores batween the Baseline and Days 4, 7. 10 and 14 (Baseline secre minus score
upon evaluation). As reflected in FIG. 3g, the Day 14 sceore represented a scoring
change of 2.91 relative to a Baseling score. FIG. 3b is a graph thaf depicts the %
improvement in skin clarity expressed in % increase in skin clarity over the 14 day
period during which a composition of Example 1 was applied daily. The graph
fllustrates a »150% incraase in skin clarity by Day 4, and >250% increase in skin clarity
by Day 14
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{00110] FIG. 4a shows the reduction in skin dryness over a 14 day period during
which a composition of Example 1 was applied daily. The y-axis depicts the change in
scores between the Baseline and Days 4, 7, 10 and 14 (Baseling score minus score
upon evaluatian). As reflected in FIG. 4, the Day 14 score of 0.08 represenied a
sgoring changs of -4.50 relative fo the Baseling score. FIG, 4b is a graph that depicis
the % improvement in skin dryness expressed in % reduction in skin dryness over the
14 day pericd during which a composition of Example 1 was applied daily. The graph
illustrates a >90% reduction in fine lnes by Day 4 and & 98% reduction in fine lines by
Cay 14.

[00141] FIG. 5a shows the increase in skin moisture content over a 14 day period
during which a composition of Example 1 was applied daily. The y-axis depicts the
change in scores between the Baseline and Days 4, 7, 10 and 14 (Baseline score minus
score upon evaluatian). As reflected in FIG. Sa, the Day 14 score representad a scoring
change of 10.04 relative to the Baseline score. FIG. 5b is a graph depicting %
moisturization when a representative composition of the present invention was topically
applied to the skin over a 14 day pernod.

f00112] FIG. 6a shows the increass in skin moisture content over a 12 hour period
in which a compaositian of Example 1 was appliad immediately following Baseline
measurements. The y-axis depicts the change in score between the Baseline {ie.,
initial) and the 4, 8, and 12 hour measuremeants. FIG. 6t is a graph depicting the %
improvement in skin moisture content expressed in % improvement in moaisturization
over a 12 hour period during which a compasition of Example 1 was applied
immediately following Baseline measurements, This graph illustrates a greater tian
25% increase in maisturization after 12 hours.

[00113] FIG. ¥a is a photograph of a portion of a subject's face before daily
application of the composition of Table 1 of Example 1. FIG. 7b is a photograph of a
portion of the subject’s face after daily applicaticn of a compesition of Table 1 of
Example T over a period of fourteen days. It can be seen thai application of the
composition of Table 1 of Example 1 resulted in 2 reduction in fine lines.
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[00114] FIG. 8a is a photograph of a portion of another subject’s face before
application of the before daily application of the composition of Table 1 of Example 1.
FIG. 8b is a photograph of a portion of the subject's face after daily application of a
composition of Table 1 of Example 1 over a period of fourteen days. It can be seen that
application of the composition of Example 1 again resulted in a reduction in fine lines.

[00115] While the invention has been described in conjunction with specific
embodiments, it is to be understood that many alternatives, modifications, and
variations will be apparent to those skilled in the art in light of the foregoing description.
Accordingly, this invention is intended to embrace all such aiternatives, modifications,
and variations that fall within the spirit and scope of the appended claims.
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CLAIMS
1. A topical composition comprising: ,
a. at least one plant ingredient or plant extract from Rosmarinus officinalis;
b. at least one ptant ingredient or plant extract from Centefla, Echinacea or
Alpinia;
C. at least one DNA repair enzyme; and
d. at least one pharmaceutically or cosmetically acceptable vehicle.

2. The composition of claim 1, where the at least one plant ingredient from
Rosmarinus officinalis includes a member of the group consisting of ursolic acid,
carnosic acid, rosmarinic acid, and oleanolic acid.

3. The composition of claim 1, comprising at least one Rosmarinus officinalis plant
extract.
4. The composition of claim 3, where the at least one Rosmarinus officinalis plant

extract is present in an amount from about 0.001 to about 10% by weight of the total
composition.

5. The composition of any of claims 1-4, comprising at least one Centella plant
extract.

6. The composition of any of claims 1-4, comprising a Centella asiatica piant extract

7. The composition of any of claims 1-4, comprising at least one Centelfa plant
extract present in an amount from about 0.001 to about 10% by weight of the total

composition.
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8. The composition of any of claims 14, comprising at least one Echinacea plant
ingredient or plant exiract.

9. The composition of any of claims 1-4, comprising at least one Echinacea plant
ingredient or plant extract is from a member of the group consisting of E. purpurea, E.
angustifolia, and E. pallida.

10.  The composition of any of claims 1-4, comprising at least one Echinacea plant
extract is present in an amount from about 0.0001 to about 1% by weight of the total
compaosition.

11.  The composition of any of claims 1-4, comprising at least one Alpinia plant
ingredient.

12. The composition of any of claims 1-4, comprising at least one Alpinia plant
extract.

13.  The composition of any of claims 1-4, comprising an Alpinia speciosa plant

extract.

14,  The composition of any of claims 1-4, comprising at teast one Alpinia plant
extract is present in an amount from about 0.001 to about 10% by weight of the total

composition.

15.  The composition of claim 1, comprising plant ingredients or plant extracts
selected from at least two members of the group consisting of Centelfla asiatica,
Echinacea angustifolia, and Alpinia speciosa.

16.  The composition of claim 1, comprising plant ingredients or plant extracts from
each member of the group consisting of Centella asiatica, Echinacea angustifolia, and
Alpinia speciosa.
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17.  The composition of claim 1, 15, or 16, where the at least one DNA repair enzyme
is a pyrimidine glyosylase/abasic lyase.

18.  The composition of claim 1, 15, or 16, where the at least one DNA repair enzyme
is selected from the group consisting of bacteriophage T4 pyrimidine dimer-specific
endonuclease, Micrococcus luteus N-glycosylase/AP lyase, Saccharomyces cerevisiae
N-glycosylase/apurinic-apyrimidinic lyase, Schizosaccharomyces pombe UV damage
endonuclease (UVDE), Chiorella virus isolate PBCV-1 pyrimidine dimer-specific
glycosylase, and Anacystis nidulans photolyase.

19.  The composition of claim 1, 15, or 18, further comprising at least one vitamin
selected from the group consisting of vitamin A, vitamin B3, vitamin BS, vitamin C, and

vitamin E.

20. The composition of claim 1, 15, or 16, further comprising tetrahexyldecyl

ascorbate or ascorbyl palmitate.

21.  The composition of claim 1, 15, or 16, further comprising at least one plant or
botanical extract or oil selected from the group consisting of Ricinus communis (castor)
oil, Glycyrmhiza glabra (licorice) root extract, hydrolyzed oats, Citrus medica limonum
(lemon) extract, Cucumis safivus (cucumber) extract, and Helianthus annus (sunflower)

extract.

22.  The composition of claim 1, 15, or 16, comprising Ricinus communis (castor) oil,
Glycyrrhiza glabra (licorice) root extract, hydrolyzed oat proteins, Citrus medica
fimonum (lemon} extract, Cucumis sativus (cucumber) extract, and Helianthus annus
{sunflower) extract.

23. The composition of claim 1, 15, or 16, where the at least one vehicle includes
one or more ingredients selected from the group consisting of water, glycerin, C1-C4
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alcohols, fatty alcohols, fatty ethers, fatty esters, polyoals, glycols, vegetable oils, mineral

oils, liposomes, laminar lipid materials, silicone oils, and combinations thereof.

24.  The composition of claim 1, 15, or 16, where the composition is in a product form
selected from the group consisting of aerosol, cream, emulsion, solid, liquid, dispersion,
foam, gel, lotion, mousse, ointment, powder, patch, pomade, solution, pump spray,
stick, towelette, and combinations thereof.

25. The composition of claim 1, 15, or 16, where the at least one pharmaceutically or
cosmetically acceptable vehicle is a liposome.

26.  The composition of claim 1, 15, or 16, where the at least one pharmaceutically or
cosmetically acceptable vehicle is a liposome that encapsulates at least one plant
ingredient or plant extract from Rosmarinus officinalis. '

27.  The composition of claim 1, 15, or 16, where the at least one pharmaceutically or
cosmetically acceptable vehicle is a liposome that encapsulates at least one plant

ingredient or plant extract from Centella, Echinacea or Alpinia.

28. The composition of claim 1, 15, or 16, where the at least one pharmaceutically or
cosmeticaily acceptable vehicle is a liposome that encapsulates at least one DNA repair
enzyme.

29. The composition of claim 1, 15, or 16, where the at least one pharmaéeutically or
cosmetically acceptable vehicle is a liposome that encapsulates Micrococcus luteus N-
glycosylase/AP lyase.

30. The composition of claim 1, 15, or 16, where the liposome-encapsulated DNA
repair enzyme is present in an amount from about 0.05 % to about 5% by weight of the
total composition.
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31. The composition of claim 1, 15, or 16, where the liposome encapsulates at least
one vitamin selecied from the group consisting of vitamin A, vitamin B3, vitamin B5,

vitamin C, vitamin E, and derivatives thereof.

32. The composition of claim 1, 15, or 16, where the liposome encapsulates at least
one member selected from the group consisting of Ricinus communis (castor) ail,
Glycyrrhiza glabra {licorice) root extract, hydrolyzed oats, Citrus medica limonum
(lemon) extract, Cucumis sativus (cucumber) extract, and Helianthus annus (sunflower)
extract.

33. A topical composition comprising:

a. a plant extract from Rosmarinus officinalis, Centella asiatica, Echinacea
angustifolia, and Alpinia speciosa;

b. a liposome-encapsulated Micrococcus luteus N-glycosylase/AP lyase, and

C. at least one pharmaceutically or cosmetically acceptable vehicle.

34. A topical composition comprising:

a. a plant extract from Rosmarinus officinalis and Alpinia speciosa,
b. a liposome-encapsulated Micrococcus luteus N-glycosylase/AP lyase; and
C. at least one pharmaceutically or cosmetically acceptable vehicle.

35. A method of improving at least one sign of aging in skin, comprising topically
applying to the skin the composition of claim 1, in a cosmetically effective amount
sufficient to improve at least one sign of aging in skin.

36. The method of claim 35, where the at least one sign of aging is selected from the
group consisting of lines, fine lines, wrinkles, crow’s feet, dark eye circles, blemishes,
age spots, and stretch marks.
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37.  The method of claim 35, where the at least one sign of aging results from at least
one of free radical damage, environmental agents, pollutants, diet, chrenological aging,
premature aging, hormonal aging, and photo-aging.

38. A method of improving the appearance of skin, comprising topically applying to -
the skin the composition of claim 1 in a cosmetically effective amount sufficient to
improve the appearance of the skin.

39. The method of claim 38, where the improvement is selected from the group
consisting of skin thickness, elasticity, resiliency, moisturization, smoothness, tone,
texture, radiance, luster, brightness, clarity, contour, firmness, tautness, suppleness,

softness, sensitivity, pore size, and combinations thereof.

40. The methed of claim 38, where the improvement is directed to at least one
adverse skin condition selected from the group consisting of psoriasis, eczema,
seborrhea, dermatitis, sunburn, estrogen imbalance, hyperpigmentation,
hypopigmentation, discoloration, yellowing, freckles, skin atrophy, skin breakout, skin
fragility, dryness, tactile roughness, chapping, sagginess, thinning, hyperplasia, fibrosis,
enlarged pores, cellulite formation, bruising, acne formation, apoptesis, cellular
differentiation, cellular de-differentiation, prevention of tumor induction or tumor
progression, viral infections, funga! infections, bacterial infections, spider veins
(telangectasia), hirsutism, rosacea, pruritis, calluses, warts, corns, and combinations
thereof.

41. A Kkit for improving the appearance of skin comprising:

a. at least one container containing the composition of claim 1; and,

b. instructions for applying the composition from said at least one container.

42. The kit of claim 41, comprising a plurality of containers.

35

=N



WO 2005/034891

TYMmE oty v b

BT

£

sV -y

7

- B HREE R

T

(SR YRS —————
2T P el
.

=2

'

. -
y 1 o
41
3

Tt manwer Tipan

.
i

4B
|
|

|

»%
-y
L SR NP
N , .

P— }
[P——

%

FIGURE 1a

FIGURE 1b

CR Y

-
(I PRl
e Y

PCT/US2004/033419




WO 2005/(34891 PCT/US2004/033419
217

FIGURE 2a

- F T R

ri.

Pt Dupt [F Quw st nytd

e rs S el vg = 0

N i
.
LA ‘.“-. .
- . ,
g S e B T T il D
T
I T B e S T e -1
FIGURE 2b
L e e

:'-:' - ‘-‘

"

RS Wrr I\ n i

3BaREEHE

-
-

)
4

=BEEE

e o [RCRTH Lt !



7

WO 2005/034891 PCT/US2004/033419 'q 0
37

FIGURE 3a

]Q.,.,__..,H‘ . . DY —_ - rr— -,
T irnlere o Rurdsd
] 1
d; : ! ;
|
g F
¢ ‘
- !
z [ b
& H R
; 1 -t
4 : et .
': ae’ " . —
E Takrde X Dt Cryt [risto Day-
By .
5: 3 .
k !
ot

s

VEL [

Lyt i Eagy 10 I




WO 2005/1134891

ramartembaie me e A

T

-~ T

3 o

ey -

R P Bt T
3
H

o ateve s = a - .

O S

FIGURE 4b

smEEEEE

)

=EEE

Ut 4 agd

PCT/US2004/033419

7
P



WO 20051034891

-

crar Te fioon DsE b s

% Improvement

#

SR

PCT/LIS20014/033419

Lh

-1

FIGURE 5a

L)
(SR RN WA T

18 - e Ca
. I i e e
. /"J
b - -~
,
“f
“I‘
¢ ! -
S — e P ¥ - .o
LOIE IR Oard Pag? amyep Sl
}
~1¢ ‘
F ]
i H
[}
At :
- -
20
% - . -
s . ]
W i b
IS
o) w . e
) .
P B
T3 S . r«~_
+ :
10 e . - —
1 |'
P .
)
. —
4dus Tdss 10 dgss 14 diys

Ting w=->



WO 2005/034891

15 3

4

PCT/US2M4/033419
6/7

FIGURE 6a

12

-
<o

Change from basellne
Oon

o™

@

.1

Batgke 4 0as 8 vours 12 hears

Thiw —

FIGURE 6b

53

Loy @ s 12 ivair

Views we>



%
t”‘g

PCT/US2004/033419

WO 2005/1034891

17

FIGURE 7b

FIGURE 7a

T S 5 s

% e Ny A e SEiIAT
R e L e

Sy P, Peaed AT

7% ,Méﬂhwﬂmwhm.gwumwnvvﬁgvlvk o Sy

A= .,Vy.u.iv...nﬂ..ﬁ.n.au.Wx e AR Ty -

Mv O g o u...niel.n.afwuo.«.n.ﬁm.tn.rilumm 9

SV T L v e LR o
SRiias u@ﬂ,lu,\wv.jw.odvv«anuxma...x%a%_ﬁwwﬁhhﬁr 3

SRS e I e e

LA RTEARTT AR Y,

APEE,
[ STt
R,

2T R

FIGURE 8b

FIGURE 8a

%

.ui
e

(T oy
At
% _..,\.nvs»M—oH..E.inwn
R o M

i m e T e LSRR
B St e L AR Gt

s it

3

KT ZD
eIz R

xS




Industria y Comercio
SUPERINTENDENCHA

2020
Bogota, D.C.,
Doctor: Oficio N°:
Jaime Eduardo Delgado Villegas o e
Apoderado ‘ v o %1248 0
ASUNTO: Radicacion PCT N° 08-46044
Tramite 011
Evento 379
Actuacion 440
Folios 008

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comisién de
la Comunidad Andina, se le comunica que la oposicion presentada por la doctora Cielo
Angela Pefa Rodriguez, en su calidad de apoderada de Gynopharm S.A_, relne los
requisitos formales exigidos por la ley al momento de su presentacién.

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

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e}, del
capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Directora de Nuevas Creaciones (C).

13 NOV. 2099

El anterior oficio fue notificado por fijacion en lista de fecha,
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