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FORMULARIO (JNICO DE CORRECCI ONES Y MODIFICACIONES 
2000-10  

1) SOLICITUD DE: 

O CorrecciOn de error material tEl ModificaciOn a una solicitud 
2) Nombre: NEUTEC PHARMA IDENTIFICACION 7 
SOLICITANTE LIMITED 

/ 

C.C. NIT: 
/ 

DirecciOn: 200 Frimley 
/ 

Business Park, Frimley, 0 0 / Camberley, Surrey GU16 75R, C.E OTRO 

Reino Unido 
NUMERO 

Nacionalidad o Domicilio: 
Surrey, Reino Unido 

Lugar de ConstituciOn: Reino 
Unido 

TelØfono: Fax: 
E. Mail: 

3) Nombre: DIUA MARIA IDENTIFICAcIÔN 
REPRESENTANTE RODRIGUEZ D’ALEMAN 

" OAPODERADO C.C. NIT: 
DirecciOn: Carrera 11 N°. 86-
53 Piso 6 Bogota D.C. 0 0 C.E. OTRO 

TelØfono: 6181088 Fax: 
6350824 NUMERO: 41.654.882 
E. Mail: TR 20824 CSJ 
info(cIarkernodet. corn. co  

4) NUMERO DE EXPEDIENTE: 06118138 

5) DESCRIPCION DE LA CORRECCION 0 MODIFICACION SOLJCITADA: 

Se modifica la solicitud por cambio de nombre del solicitante de NEUTEC 
PHARMA PLC a NEUTEC PHARMA LIMITED con domicilio on 200 Frimley 
Business Park, Frimley, Camberley, Surrey GUI6 7SR, Reino Unido 

6) Comprobante de pago No. 

7) Anexos: 
J Comprobante de la tasa 

o Poderes, Si fuere el caso 
o 

Certificado de Existencia 
y 

RepreseritaciOn legal, cuando el solicitante sea persona Juridica 

Nmbre DILIA RODRIGUEZ D ALEMAN 

C.C.: 41.654.882 tP:20824CSJ 
p-855 O 
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SUPERINTENDENCIA BE INDUSTRIA V CUMERCIO 

NIT 8001760892 

RECIBO OFICIAL BE CAM 08 - 26,842 
F F r ECHA ABRIL 3 BE 2006 

’0000 

11M 

NC ONL 

. 
**!* CUNSIGNACION UM 

----------------------------------------------------------------------------------------------------------------------

DEPOSITANTE TIPO PASO B#NCO CUENTA No. PASO FECHA PGO Yr. PA6O 
----------------------------------------------------------------------------------------------------------------------

CLARKE MODEl V CO. CUL0MBC0NSI6NAC0N BANCO DE BUSUTh 062754387 686700 03/04/2008 35.124.000.00 

*t**t C U N C E P T U t**** 

----------------------------------------------------------------------------------------------------------------------

CANT. RENTISTICO CONCEPTU TOTAL CUNCEPTO 
----------------------------------------------------------------------------------------------------------------------

1 50005-01-03 CAMBID BE MODALIDAD V MODIFICA 12 MARCAS V LEMA5 CUMERCIALES 103.000.00 
TOTAL $ 103000.00 

CIENTO TRES NIL PESOS 

Ll

RESPONSABLE

  

RECIBO BE CAJA APLICADU AL EXPEDIENTE No. 



TRADUCCION OFICIAL No. 081194 de un documento escrito en inglØs, el cual pare su identificaciOn se 

sella con el sello del traductor al tiempo con la presente. Este traducción  he sido preparada por Juan 
Pablo Piedrahita Aguilera, Traductor e IntØrprete Oficial debidamente reconocido de conformidad con el 

Certificado do Idoneidad Profesional No. 0045 expedido por la Universidad Nacional de Colombia, por el 

Ministerio de Relaciones Exteriores y autorizado por el Ministerio del Interior y de Justicia, por resolución 

nUmero 718 de 2003. 

(Se traduce un poder otorgado por la compaæla NEUTEC PHARMA LIMITED, firmado por James Peter 
Burnie, con fecha 10 de Diciembre, 2007, certificado notarial, certificado de constitución de la compaæla, 
y Apostillas Nos. H686548 y H882786, escritos en ingles.) 

Clarke, Modet & Co. 

COLOMBIA 

(Dirección en espaæol) 

�] ’] I 

Yo (nosotros) el (los) suscrito(s), JAMES PETER BURNIE, representante(s) 

legal(es) de NEUTEC PHARMA LIMITED, sociedad constituida y existente bajo 

[as Ieyes del Reino Unido y en actual cumplimiento de su objeto social, con 

domicilio en 200 Firmley Business Park, Frimley, Camberley, Surrey GUI6 

7SR, U.K. por el presente por el presente confiero (conferimos) poder especial 

a favor de a DILIA MARIA RODRIGUEZ D’ALEMAN, identificada con cØdula de 

ciudadanla No. .41.654.882 de BogotØ y Tarjeta Profesional 20824 y CLAUDIA 

LUCIA CARO RAMIREZ, identificada con Tarjeta Profesional 36448 y cØdula 

de ciudadanla No 40.017.374 de Tunja, con domicilio en Bogota, Colombia, 

para que actuando en su orden en nombre de la otorgante la representen ante 

� cualquier entidad, autoridad y/o persona, especialmente ante las del orden 

Administrativo, Contencioso Administrativo, Judicial, Tribunales de 

Arbitramento y/o cualquier otro en 10 referente a lo siguiente: 

1) Solicitar, tramitar, obtener y/o registrar cualesquiera de la 

Propiedad Industrial, tales como: Patentes de Invenciôn, Mo os dq,tjtilidad; 

TRADUCCIO, . 4 
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Diseæos Industriales, variedades vegetates, Marcas, Lemas, Nombres y 

Enseæas Comerciales y Denominaciones de Origen; asI como sus 

renovaciones, prórrogas, traspasos, cambios de nombre y10 domicilio, 

contratos y licencias. 

2) Solicitar, tramitar, obtener, y/o registrar derechos de autor, en cualquiera de 

sus presentaciones as! como la protecciOn de secretos industriales y know-

how. 

3) Solicitar, tramitar, obtener y/o registrar registros sanitarios, permisos yb 

licencias de funcionamiento; asI como sus renovaciones 0 prórrogas, cesiones, 

traspasos, cambios de nombre y10 domicilio, contratos y licencias. 

4) Ejercer acciones de oposiciOn, observaciOn, reclamos, reivindicaciones, 

reconsideraciOn, reposiciön, apelación, cancelaciOn administrativa o judicial, 

nulidad, protecciôn at consumidor, concesiôn de licencias, protecciOn de 

secretos industriales y demÆs acciones y recursos relacionados con derethos 

derivados de los asuntos arriba indicados y en contra de la competencia 

desleal, acciones derivadas de la obtención o explotaciOn de licencias, 

acciones de indemnización de perjuicios. TambiØn podrÆn intervenir en juicios 

� civiles, comerciales, penales, contencioso-administrativos, tutelas y de 

acciones ojuicios promovidos por el mandante o contra ØI. 

5) Registrar nombres de dominio ante la entidad competente. 

6) En el ejerciclo de este mandato los mandatarios aniba 
.meCion 

.......  ... : 
-� 

facultados para: conciliar, cancelar, transigir, pt clÆusuias 

2 ljDUCJCiN  
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compromisorias, desistir, recibir y tomar posesiOn de la cosa objeto de litigio y 

renunciar o desistir derechos concedidos o en curso de concesiOn, admitir los 

hechos del proceso. 

7) Ratificar o no la agenda oficiosa. 

8) Asi mismo facultamos a los mencionados apoderados para recibir 

notificaciones y designar apoderados judiciales o extrajudiciales, sustituir el 

presente poder y revocar las sustituciones que hicieren. 

Dado y firmado en Manchester, U.K, hoy dIa 10 de Diciembre, 2007. 

Por: (Firmado) Ilegible 

Firmado en mi presencia en Manchester, U.K., R. K. Wilcock, Notario Piblico, 

10 Diciembre, 2007 

(Sello a tinta: ROBERT KENNETH WILCOCK, NOTARIO PUBLICO, Queen 

Chambers, 5 John Dalton Street, Manchester U.K., TelØfono +44 161 832 

(Sello Notarial en relieve) 

CERTIFICADO NOTARIAL (Cuando el solicitante es una SOCIEDAD) 

� (Poderes otorgados en El Salvador, Mexico, Estados Unidos de America y 

Venezuela) 

Expedido hoy dIa 10 de Diciembre, 2007, el suscrito Notario CERTIFICA 

1). James Meter Burnie, (nombre de quien firma el 

podZedomiciliado
 en el Reino Unido, suscribió el anterior docum  

i 9-h 
TRADUCUON OGIAL No.______ 

3 JUAN rDLU 

TRADUCIOR E II’flERPTE OfKJtL 

RES. 18 )E MAYO 2003 
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2) El otorgante le es conocido personalmente mediante la presentación de su 

pasaporte (Rübrica) y tiene capacidad para firmar el documento. 

3) El otorgante ha suscrito el anterior documento en su calidad de Funcionario 

Jefe Ejecutivo de la persona jurIdica NEUTEC PHARMA LIMITED. 

4) La mencionada persona juridica con domicilio comercial en el Reino Unido, 

estÆ debidamente constituida, tiene actualmente existencia legal y elfin para el 

cual se otorga este poder se encuentra dentro de su objeto social. 

5) El otorgante tiene en efecto la capacidad referida y su representaciôn es 

legal y estÆ autorizado para otorgar este poder. 

6) Fundamento las certificaciones 3), 4) y 5) en los documentos autØnticos que 

para tal fin me fueron exhibidos. 

(Firmado) R.K. Wilcock, Notario PUblico 

(Sello Notarial en relieve) 

Nota: El Consulado de Colombia debe autenticar la firma del Notario Püblico. 

Para todos los demÆs paises el Seæor Consul de Colombia o ante quien se 

otorgue, debe expedir una certificaciôn dejando constancia de: 1) la 

Oexistencia legal de la sociedad, 2) que cumple actualmente con su objeto 

social, y 3) que la persona o personas que otorgan este poder estªn 

facultadas para hacerlo. El COnsul tambiØn certiticarª que los tuvo a la 

vista los documentos que prueban y acreditan tales circunstancias..f. 

LEGALIZACION POR EL CONSUL DE COLOMBIA A 0 PO,.,.-,.  t .............S

 

(SeIIo a tinta: ROBERT KENNETH WILCOCK, NOTARIO BLICQ, QqeM,,oj 
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Chambers, 5 John Dalton Street, Manchester U.K., TelØfono +44 161 832 

EL1 

APOSTILLA 

(Convenciôn de la Haya de Octubre 5 de 1961) 

REINO UNIDO DE LA GRAN BRETAfA E IRLANDA DEL NORTE 

Pals: Reino Unido de la Gran Bretaæa e Irlanda del Norte 

Este documento ptbIico 

2. Ha sido firmado par ROBERT KENNETH WILCOCK 

3. Obrando en calidad de NOTARIO PUBLICO 

4. Lleva el sellolestampilla de DICHO NOTARIO PUBLICO 

CERTIFICADA 

5. En Londres 6. Hoy 18 de Febrero, 2008 

7. Por El Secretario de Estado Principal de Su Majestad para Relaciones 
Exteriores y de la Mancomunidad 

8. Certificado Nümero H 682786 

9. Sello (Sello Redondo en Relieve) (Sello Pre-impreso) 

10. Firma (Firmado) 

L Blades 

Por el Secretarlo de Estado 

OSi este documento se usare en un pals que no sea parte de Ia Convenciôn 

de Ia Haya del 5 de octubre de 1961, debe presentarse a Ia sección 

consular de la misión que represente dicho pals. La Apostilla o el 

certificado de IegalizaciOn solamente confirma que la firma, 

estampilla sobre el documento son autØnticos. No significa 

del documento sea correcto ni que la Oficina de Asunjp( 

Mancomunidad apruebe el contenido. 

-------------------

IlIo yb 
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(Sello Preimpreso) 

LEY DE COMPAiAS 1985 

CompaæIa No. 3297187 

El Registrador de Compaæias para tngtaterra y Gales por el presente certifica 

aw 

NEUTEC PHARMA LIMITED (originalmente Ilamada HALLCO 125 PLC, 

cuyo nombre fue cambiado mediante resolución especial el 26 de Febrero, 

1997 a NEUTEC PHARMA PLC) fue constituida bajo la Ley de CompanIas 

1985 como compaæia pUblica el 30 de Diciembre 1996 y vuelta a registrar 

bajo Ia Ley de CompaæIas de 1985 como compaæIa privada el 13 de 

octubre, 2006 como NEUTEC PHARMA LIMITED. 

El Registrador ademÆs certifica que de conformidad con los documentos 

en archivo, el domicilio de la oficina registrada es 200 FRIMLEY 

BUSINESS PARK FRIMLEY, CAMBERLEY, SURREY GUI6 7SR 

La oficina registrada se registró inicialmente localizada en ST. JAMES 

COURT, BROWN STREET, MANCHESTER M2 2JF, que cambió a 2ND 

FLOOR, CLINICAL SCIENCES BUILDING, MANCHESTER ROYAL 

I INFIRMARY, OXFORD ROAD, MANCHESTER M13 9WL, que cambió a 2ND 

FLOOR, CLINICAL SCIENCES BUILDING, CENTRAL MANCHESTER Y 

MANCHESTER CHILDREN’S HOSPITAL NHS TRUST, OXFORD ROAD, 

MANCHESTER Ml 3 . ,,  

Dado en Companies House, Cardiff, Enero 29, 2008 : k...... 
TRADUCCIIFICIAL 
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(Firmado) 

V M STEPHENS 

Por el Registrador de Compaæias 

/Sello pre-impreso) 

Este certificado registra el resultado de la bOsquoda de informaciOn registrada y 

mantenida por el Registrador do Corn pafilas. Esta informaciOn se deriva do los 

documentos enviados por las compafilas o por sus representantes autorizados, 

que son ace ptados do buena fe sin ser verificados por el Registrador. Do 

. con formidad, el Registrador no puede y no garantiza en forma alguna la 

precisiOn ni ía integridad do ía informaciOn encontrada. 

APOSTILLA 

(ConvenciOn de la Haya de Octubre 5 de 1961) 

REINO UNIDO DE LA GRAN BRETAfA E IRLANDA DEL NORTE 

6. Pals: Reino Unido de la Gran Bretaæa e Irlanda del Norte 

Este documento püblico 

7. Ha sido firmado por V M STEPHENS 

8. Obrando en calidad de Funcionarlo De la Oficina de Registro MercantU, 

Cardiff 

9. Lleva el sello/estampilla de (en blanco) 

CERTIFICADA 

10. En Londres 6. Hoy 20 de Febrero, 2008 �. .. .. ��. : 

9. Por El Secretario de Estado Principal de Su Majestad 
par 

aciotes 
Exteriores y de la Mancomunidad 

TRDUCCO IC.IL No, 
: 

JUAN PrI,L P} L))Affl 0, 

ThM,AX 
’’ . .... 

It.�... 4 
D�L. M114.  
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10. Certificado Nümero H 686548 

11. Sello (Sello Redondo en Relieve) (Sello Pre-impreso) 

12. Firma (Firmado) 

R. Shilton 

Por el Secretarlo de Estado 

Si este documento se usare en un pals que no sea parte de la Convención 

de la Haya del 5 de octubre de 1961, debe presentarse a la sección 

consular de Ia misión que represente dicho pals. La Apostilla o el 

certificado de legalizaciôn solamente confirma que la firma, el seHo yb 

estampilla sobre el documento son autØnticos. No significa que el contenido 

del documento sea correcto ni que la Oficina de Asuntos Exteriores de la 

is 

Mancomunidad apruebe el contenido. 

ES TRADUCCION FIEL Y COMPLETA de la cual se deja copia en los archivos de esta oficina para su 

confrontación  y a la cual me remito. 

Bogota, Abril 15, 2008. 

TRADUCCION QFICIAL P4o.______ 
JUAN PABLO PD.AHlTA AGUILER.A 

TRAINILICTOR E LNTtRPP.TE OFKJAL 
kL. I id L* MAYO 2003 
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OFICIAL F4O 8  _/1 
� �J 1D.A-iHA AGUILERA 

T1tAI)JCTO E INTt.RPRETE OFKJAI 
MO 2O3 

COLOMBIA 
Carrera ii no 9343, Of 404 Bogota Colombia Tel: (57 I) 6350813Fax: (57 1) 6350824Emai1:c1arkernodeucIai-kemodet.coni,co 

PODER 
Yo (nosotros), abajo firmante(s) 

en nil (nuestro) carªcter de representante(s) legales de 

una sociedad organizada y existentc de acuerdo con las leyes de 

y en actual cumplinsiento de su objeto social, con domicilio en 

pot ci presente Inatrumento confiero (conferimos) poder especial a favor 
de DILIA MARIA RODRIGUEZ DALEMA}J, con CØdula de Ciudada-
nia No, 41.654.882 de Bogota, y tp. 20824 y CLAUDIA ’LUCIA 
CARO RAM IE.EZ, con CØdula de Ciudadanla No. 40.017.374 de Tunja, 
y tp. 36448, con domicilio en Bogota, Colombia, para que actuando en 
su ordcn en nombre del (do la) otorgante ic Oa) rcprcscntcn ante 
cualquier cntidad, autosidad y10 persona, cspccialmcnte ante las del 
orden Administrativo, Contencioso Adniinislr*tivo, Judicial, Thbtmales 
do Asbitiamento yin cualquier otTo en lo referente a los siguientes 
asuntos: 

I) Solicitar, tramitar, obtener yio registrar cualquicra de las modalidades 
de Propiedad Industrial, tales come: patentes de mvcnción, modelos de 
utilidad; diseflos indusiriales, varicdadcs vegetaies; nurcas, lemas, 
nombres y enseflas comereiales y denominacionca de origen; asi como 
sus reuovacioncs, prorrogas, transfcrencias, caznbioe de nombre yb 
domicilio, comsatos y licencias 
2) Solicitar, tramitar, obtener y/o registrar derechos de autor, en cusiquic-
ra de sus prescntacioncs as! como la protccci6n de sectetos industriales y 
know-how. - 
3) Solicitar, tramitar, obtener y/o registrar registros sanitarios, permisos 
y10 licencias de funcionamiento; as[ como sus renovaciones o pn5erogas, 
transferencias, cambios de nombre y/o domicilio, contratos y licencias. 
4) Ejercer acciones do oposición, obses’vación, rcclamos, reconsidcracidn, 
reposicidn, apelacidn, canceiación administrativa o judicial, nulidad, 
protección al consurnidor, conccsiôn do licencias, proteccido de seceetos 
industriales y deni4s acciones y recursos relacionados con derechos 
desjvados de los asuntos arriba indicados y en contra do Is coispetencia 
dcsieal, acciones desivadas de Is obtcnciôn o cxplotacidn de licencias, 
acciones de indcmniaacidn de peliuicios. TsmbiØn podrÆ(n) intervcnir en 
juicios civilea, comerciales, penales, contencioso-administrativos, tutelas 
y de policta; en acciones o juiclos promovidos par ci (Ia) mandante o en 
contra ci (ella). 
5) Registrar nombres de dominio ante la entidad competente. 
6) En ci ejercicio de rate mandato lot mandatarios amba mencionados 
quedan facultados pars: conciliar, cancelar, transigir, comprometer en 
Ærbitros, desistii-, recibir y tomar posesiôn de la cosa objcto de litigio y 
renunciar o desistir a derechos concedidos o en curso de concesión, 
admitir los hcchos del proceso. 
7) Ratificar o no In agenda oficiosa. 
8) AsI mianto facuito (facultamos) a los mencionados apoderados pars 
recibir notificaciones y designar apoderados judiciales o extiajudiciales, 
sustituir ci presente poder y revocar las sustituciones que bicieren. 

POWER OF ATTORNEY 
I (we), the undersigned JAMES PETER BURNIE 

legalrepresentative(s) of 
luTec P1ta Limited 

an organization &isting under the laws of UK 

and inpresent execution of its business activity, domiciled at 
200 Frim1ey-Business Park, Frlmley, 
Camberley, Surrey GU16 7SR U.K. 
do hereby giant POWER OF ATTORNEY to bILIA MARIA RODRIGUEZ 
DALEMAN, identification card No. 41.654.882 of Bogota, and tp. 20824 
and CLAUDIA LUCIA CARO RAMIREZ, tp. 36448, -identification card No. 
40.0 17.374 of Thnj*, residing in Bogota, Colombia,, to act in the order of their 
appointment 16 -behalf of grantor before any entit authority and/or natural or 
juridical person, specially before those Administrative, Administrative-
Contentious, Judicial, arbitration courts, and/or any other, in all matters 
concerning the following: 

1) To apply, process, obtain and/or register any of the modalities of Industrial 
Property, such as: Patents. of Invention, Utility Models; Designs, plant 
varieties; Masks, Slogans, Trade Names and emblems and appellations of 
Origin; as well as their renewals, assignments, changes of name and/or 
domicile, agreements and licenses. 
2) To apply, process, obtain and/or register copyrights of any kind as well as 
protection of industrial secrets or know-how. 
3) To apply, process, obtain and/or register sanitary registrations, operating 
authorizations and/or licenses; as well as their renewals or assignments, 
changes of name and/or domicile, agreements and licenses. 
4) To bring actions of opposition, observations, claims, reconsideration, 
appeal or legal remedies, cancellations, nullity, protection to the consumer, 
granting of licenses, protection of trade secrets and other actions related with 
rights derived from the above- mentioned nuUa and against the unfair 
competition, actions resulting from the obtaining or exploitation of licenses, 
recovering damages actions. They can also intervene or participate in Civil, 
Commercial, Criminal or Contentious-Admrnistt*tive Trials; the actions for 
writ mandanats, police actions; in actions, lawsuits or litigations instituted by 
the grantor or against him. 
5)10 register domain names before the competent entity. 
6) To the effect of this mandate the above-named proxy are empowered to: 
conciliate, cancel, settle, submit to arbitration, withdraw and to receive and 
take possession of the litigation related objet and waive or renounce the rights 
granted or in process of granting, admit the facts of the case. 
7)10 ratify or not the officious agency. 
8)1 (we) hereby appoint the afore mentioned attorneys with powers to receive 
notifications and to designate judicial and extrajudicial attorneys, substitute 
this Power of Attorney and to revoke such sustitutions. 

a los dias de 
Granted and signed at  

day of >" o  

- rmabsi a 

- 

RtFRT IUWWfl’W W!LCOCY �. , 
NOTARY PUBLIC 

( 

- Que3nS Chambers 

5 Jhn Dan $tr3t 

Dado y firmado en 



APOSTILLE 
(Hague Convention of  October 1961 /Convention deLa Her du 5 octobre 1961} 

UNITED KINGDOM OF GREAT BRITAIN AND NORTHERN IRELAND 

1. Country: United Kingdom of Great Britain and Northern Ireland ’I 
Pays: Royaume-Uni de Grande-Bretagne et d’Irlande do Nord 

This public document /Le present acte public 3 
CQr 2. Has been signed by Robert Kenneth Wilcock 

aetesignepar 

3. Acting in the capacity of Notary Public 
agissantenqualitede 

t 
S 

4. Bears the seal/stamp of The Said Notary Public 
eat revetu do sceau/tixnbre de 

a 

I-) 
Certified/AttestØ 

5. at London/I Londres 6. the/ic 18 February 2008 

7. by Her Majesty’s Principal Secretary of State for Foreign and Commonwealth Affairs 
/ 

,ar Ic Sccrttaird Etat Principal de Sa MajestØ aux Affaircs Etrangeres et do Commonwealth 

H682786 

10. Signature: LBlades 

For the Seae wy ofStaee /P, kSecrred’Eiai 

If this document is to be used in a country which is not party to the Hague Coaveatiou ofSOetobrr 
1961,it sholdd be presented to ranudsh section of the missloarepreiteitting tmatey An - 
apostille or legalisation certificate only confirms that the signature, seal or stamp on the document is 
genuine. It does not mean that the contents of the document are correct or that the Foreign & 
CommonweatoOffice approvesofthe 

- 

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



CERTIFICADO NOTARIAL NOTARIAL CERTIFICATE 
(Cuando ci solicitante et SOCIEDAD) (When the applicant is a CORPORATION) 

(Poderes otorgados en: El Salvador, Estados linidos, Mexico y Venezuela) (Powers of attorney granted in: El Salvador, Mexico, U.S.A. and Venezuela) 

A los dias del mes de de This ’O day of  

ci Notario que suscribe DA FE de que: the undersigned Notary CERTIFIES that: 

James Peter Burnie 

(nombre de Is persona que firma ci poder) (name of the person who signs the power of attorney) 

mayor de edad y doniiciiiado 
firmó de su puflo 

y letra el documento que antecede. 
2. Conoco a! (a in) otorgante y que este (a) estÆ legalmente capacitado 
pars el otorgamiento. 
3. El otorgante ha firmado ci referido documento en su catheter 
de________________________________________ 
de la persona juddica 

4. La citada persona juridica con sede en 
estA iegalmente 

constituida, que tiene actualmente 
existencia legal y que ci acto para ci cual se ha otorgado este 
poder estª comprendido entre los que constituyen su objeto social. 
5. El otorgante tiene efectivamente Is representación que ostenta, que 

As 6. 
es lcgItima y que estÆ facuitado para otorgar este poder. 

6. las anteriores certificaciones de los puntos 3, 4 y 5, me constan porque 
he tenido a la vista los documentos autØnticos. 

Notario Püblico 

of legal age and domiciled 

in the United Kingdom set his hand on 

the foregoing document.cL i"&-L  
2. The grantor is to him personally owntnd that heJc h igai cap&city to 

execute the document. 
3. The grantor has executed the foregoing document in his capacity 

of  Chief Executive Officer 
of the juridical person_ NeuTec Pharma Limited__ 

4. The mentioned juridical person with place of business 

in the United Kingdom 
is duly organized, has actual legal existence and that the purposes for 

which the power of attorney is granted are within the scope of its corporate 

purposes. 
5. The grantor has in f act the referred quality and that his/her 

representation is legal and that he/she is empowered to grant this power 

of attorney. 
6. I have based the above certifications 3,4 and 5, on the authentic documents 

which for such pqose were exh ited to me. 

/( 
Notary Public 

NOTA: A continuación de to anterior, ci COnsul de Colombia debe NOTA: Then the Colombian Consul must legalize the signature of the Notary 

autenticar la firma del Notario Pilbllco. Public. 

CERTIFICADO NOTARIAL (Cuando ci solicitante es NOTARIAL CERTIFICATE ( When the applicant is an 

INDIVIDUO) INDIVIDUALS) 

A los dias del mes de de On this day of 
ci Notario que suscnbe DA FE de que: the undersigned Notary CERTIFIES that: 

(nombre de Is persona que firma ci poder) (name of the person who signs the Power of Attorney) 

mayor de edad y domiciliado en  of legal age and domiciled at_____________________ 
firmó en su presencia  signed in his presence the foregoing 

ci documcnto que antecede, conoce at otorgante y que este estÆ document, the grantor is to him personally known and that he/she has legal 

legaimente capacitado pars el otorgamiento, capacity to execute the document. 

Notano Pfiblico Notary Public 
NOTA: A continuaciOn de to anterior, ci COnsul de Colombia debe NOTA: Then the Colombian Consul must legalize the signature of the Notary 

autenticar Is firma del Notario Pib1ico, Public. 

Pars todos los demis paIses ci Seæor Consul de Colombia o ante 
qulen se otorgue, debe expedir una certlflcaclón dejando coostancla 
1) de Is existencla legal de Is sociedad, 2) de que eats ejerce actual-
mente su objeto social, y 3) de que Is persona o personas que otorgan 
ci poder estmn facultadas para hacerlo, dejando 
constancia aal miamo de que tuvo a Is vista las pruebas que acrediten 
tales clrcu nstanclas. 

LEGALIZACION POR EL CONSUL DE COLOMBIA 
0 POR APOSTILLA 

I1I’ p 

IRADUCUON OFICIAL No,.,__ 

JUAN rALO P!EDKAA ACUI 

1kAJUCIO E piTEi.P.ETE QF!(JAI-

For all other countries the Colombian Consul or before who it is granted 

must Issue a certification stating 1) the legal existence of the corporation, 

2) that the corporate purposes are actually being accomplished , 3) that 

the person or persons who grant this Power of Attorney are emd 

to do It. The Consul will certify also that the documents evid it ose 

circumstances were exhibited to him 
T 

LEGALIZATION BY THE 
APOSTILLE. 

� 

� �=:-

Q ,W-’’--
11toU&!OR I LA iS 44 161. 
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THE COMPANIES ACT 1985 

Company No. 3297187 

The Registrar of Companies for England and Wales hereby certifies that 

NEUTEC PHARMA LIMITED (originally called HALLCO 125 PLC, which name was changed 
by special resolution on 26th February 1997 to NEUTEC PHARMA PLC) was incorporated 
under the Companies Act 1985 as a public company on 30 December 1996 and re-registered 
under the Companies Act 1985 as a private company OH 13th October 2006 as NEUTEC 
PHARMA LIMITED. 

The Registrar further certifies that according to the documents on the file of the company, the 
situation of the registered office is 200 FRIMLEY BUSINESS - PARK, FRIMILEY, 
CAMBERLEY, SURREY GU16 7SR. 

The registered office was originally notified as being situated at ST JAMES’S COURT, BROWN 
STREET, MANCHESTER M2 2JF, which was changed to 2ND FLOOR, CLINICAL 
SCIENCES BUILDING, MANCHESTER ROYAL INFIRMARY, OXFORD ROAD, 
MANCHESTER M13 9WL, which was changed to 2ND FLOOR, CLINICAL SCIENCES 
BUILDING, CENTRAL MANCHESTER AND MANCHESTER CHILDREN’S HOSPITAL 
NHS TRUST, OXFORD ROAD, MANCHESTER M13 9WL. 

Given at Companies House, Cardiff the 29th January 2008 

8 / 1 
.DUCCION QPILu-L t1,0, - V M STEPHENS 
’lPAbLOPRüE for the Registrar of Com le 

RES.  218 LA MiU s 

. ..... 

This certificate records the result of a s h of the 
information recorded and kept by the R itrar of 
Companies. This information is deny from docu 
by companies or their authorised re er,tatives t a 
accepted In good faith without yen tiontheRogis 
Accordingly, the Registrar is notable to and does t 

) 
in any way the accuracy or completeness f the infom ati 
searched 

:,: 
�j 



APOSTILLE 
dii 196!) 1 (Hague Convention of 5 October 1961 

/ 

Convention de La Haye 5 octobre a 

I UNITED KINGDOM OF GREAT BRITAIN AND NORTHERN IRELAND 

Cn 

’ 2 I, Country: United Kingdom of Great Britain and Northern Ireland 
- 

Pays: Royaume-tJni de Grande-Bretagne et d’Irlande du Nord 
.o 

This public document / Le present acre public 

2. Has been signed by V M Stephens 
aet6signCpar 

3. Acting in the capacity of Officer of the Companies Registration Office, Cardiff. 
agissantenqualitCde 

I--) 

4. Bears Iheseal/stamp of 
est revtu du sceau/timbre de 

Ceitified/AttestØ 
5. at London/a Londres 6. the/Ic 20 February 2008 

7. by Her Majesty’s Principal Secretary of State for Foreign and Commonwealth Affairs / 
par Ic SecrØtaire d’Etat Principal de Sa MajestC aux Affaires EtrangIres et do Commonwealth. 

S. Number/sous No 11686548 

9. Stamp: 10. Signature: R Shilton 
timbre 

For the Secretary of State/Pour ie SerrØlaire d’Etat �. .. . 

If this document is to be used in a country which Is not party to the Hague Conven 5 October 
1961, it should be presented to the consular section of the mission representing th ntry. An 
apostille or legalisation certificate only confirms that the signature, seal or stamp on ocumerit is ’ 

genuine. It does not mean that the contents of the document are correct or that the F Cigii.& 

Commonwealth Office approves of the contents. 



Industria y Comercio 
SUPERINIENDENCIA 

DIRECCION DE NUEVAS CREACIONES 

RADICACION EXPEDIENTE No. 06-118138 

� 
EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE 

e 

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 583 DE 

FECHA 18 DE DICIEMBRE DE 2007 EL TERMINO HABIL SErcIALADO POR LA 

LEY EXPIRA EL 14 DE MARZO DE 2008 

NOTA: Dentro del plazo do los seis (6) moses siguientes a partir de la fecha de publicaciôn 
en la gaceta de Propiedad Industrial, deberÆ solicitar y cancelar el examen do 
patentabidad so pena de quo la solicitud caiga en abandono, de acuerdo con lo 
establecido en el Articulo 44 de la DecisiOn 486/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI  NO X 
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The present invention reiaes to novel comuositions and preparations zha are 

effective antifungal agents, and a novel antibody wh.ch can he incorporated jato the 

cosnposaluIu and preparations. 

Fungal infections are a major cause of patient mortality in the intensive care 

unit and more generally in immunocompromised and debilitated patients (Gold, J.W.M., 

1984. Am. J. Med. 2: 458-463; Klein, R.S. et at., 1984. N. EngL J. Med. 3.-ft 354-357-

Burnie, J.P., 1997, Current Anaesthesia & Critical Care $: 180-183). The presence and 

persistence of fungal infections can be attributed to the selective pressure of broad-

spectrum antifungals, frequently prolonged stay of patients in facilities such as an intensive 

care unit, problems in diagnosing the infections, and the lack of efficacy of the fungal 

agents used in therapy. While strict hygienic control may result in some Prevention of 

frtngal infecfons in a hospital or other environment, outbreaks of intŁctions remain a 

serious problem and need to he addressed. 

Systemic funga: infections such as invasive canthdiasis and invasive 

aspergillosis may be caused by a variety of furigal pathogen,;, for example the virulent 

Candi&,’ Species C CI6CQIIS. C tropicatis and C. itrusei and the less vb’ulem species C 

paraps(losis and Toniilopsis glabruta (the latter referred to in some LcX(s as Candida 

glahrata). Althouga C. (WThicwu was once the most common 1I.ingal ilat obtained from 

intensive c-are Malt& rccent tudics indicate that C tropicalis, C. glabrnta. C parapsilasis 

and C. krusei now account for about half of such isolates (Platter. M.A. et at., 1998, J. 

Clin. Microbol. 3: 1886-1889; Pavcsc, P. Ft 111., 1999, Pathol. 1310+. 46: 579-583). The 

rise of non-alhicans species itaplics the em l-2 emergence itt (.ad40 species resIstant 10 

ecmvenuonal antifungal therapy WaIsh, ’f.J. el at., New hli&. J. Mcd. 349: 764-771). 

ii 
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1)thcbon aisi diagnosis of the tiingai pathogen resnonsihic fbr an infection 

is critical for siriseuuenttimranv because antifungal agents may no more cftinth, 

certain strain (iB2240979 and FP0406029 (herein incorporated by reference in their 

ethre:y disc1c5sed a i:ngal stress protein and antibody thereto which could be used in a 

sensitive sad 

traiUtionaiiy, C. albieans, C tropicalis and L: parasi1osff have been treaicd 

by the antifiirrgal agent amphoteriein B. regarded as the ’gold standard’ of systemic 

antifa  ngal therapy (Bomb. J.P., 1997, snpra). Uulhrtimately. amphotericin B is itself 

highly toxic and its usc is tempered by side effects incladiag chills, fever, nivaigia or 

thrombophiebitin Other antifiragud agents include the oral mole drugs (rniconazole., 

ke’oconazole, itracoaazole flucor.azolc) and 5-fiaorocvto.sine. However- ftmgal species 

such as C. Anwsi and it gtnbrata are reanrant to liuconazole, and these saiccics effort occur 

in patients where this drug has been administered propir)-lacticafly. Furthermoue, 

V,ucnaxole.-resistant strains of Ci sibieesus have been reported (Opportunistic Pathogens, 

1997 1: ii 7-3) Thus despite the re-cenT advances made in therapeutic drugs such as 

Cuconazole., itraconazole and systemic iiposomahhased variants of ainphotcricin B 

(Butnic, 1.9.. 1997. 
repro), the need for eftdctive agents for treatment of fangal infections 

ten sins acute, 

ftc present invention addresses the above-identified need by providing a 

novel composition that is a significant iniprijicatent over prior art fungul agents for the 

treatment of human or srtir]lal fungfi infections, and also a navel antibody which can he 

incorporated into the composrtuon. The composition of the present invention comprises 

antibody which may bind one or more cpu opes of a fungal StresS protein, in combination 

with known untitiunai interns. The inventors have found that. s nrrsu]sgtv, the efficacy in 

antiftianal agents against fit-nial infections is significantly enhanced, allowing for cithei-

lower- treatment dosages or mere Cihctiic trcauneuut at the same dose, which allows fr 

reduction of unwanted side-c ificts. tmirthmemi.ore. the comrxnmrm of tar present U:veuutioju 

w 
WO J?O’i27 pci nuirur 10 

allows for effective treatment of huve.si luifcctunrms which are inherently resistant to the 

fungi agerrt used in the composition. 

_ccordin�tn--thmprescn-tuuisinitinnthereis provided a composition 

comprising an antibody or an anti eec binding fragnent thereof specific for one sue sr.or 

epitsa.ce ofa firugal stress protein and en antithngnl agent comprising at least one ott the 

groan consisting a potycue antifunga[ agent and an echinocandin antiftusgal agent. 

Further provided according to the present invention is a combined preparation 

comprising an antibody or an antigen binding fragment thereof specific for one or more 

cpilopes of a fungal stress protein attn an antifungal agent comprising at least one of the 

group conaistino a polyone arutifimgal agent and an echinocandin antilIrngal agent for 

simultaneous, separate or sequential use in the treatment of fungal infections. 

The antibody may be specific for a heat shock protein from a member of the 

Candrda or- Thrntopsis genera. (The Candis’a and Th.-rtlopsis genera are generally deemed 

to be synonymous.) In particular, antibody may be specific for the heat shock protein 

comprising !rsri90 from Contiudo aibicans, as described in GB2240979 and IiP0406029. 

The antibody or an antigen binding fragment thereof may he specific for the 

epi:ope comprising the sequence of SEQ it) NO: 1 

Antibodies, their manufacture and uses are well known and disclosed inn for 

example, Rarlow. B. and Lane. fT. tiinodjet:JntbomturyManus!. Cold Spring Harbor 

nanoratory Press. (tumid Spring Harbor. Nra-york, 1999. 

The antibodies may be generated using standard nnethod,s known in the art, 

l-txamples of antibodies mdude (hurt are not limited to) polvelonal, monoclonal, clibtieric.. 
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single chain. Fab fragments, fragments produced by a Fab expression library, and antigen 

binding fragments of antibodies. 

Antiandles may be produced in a range of hosts, for example goats, rabbits, 

rats, nucc, humans, and others. They way be immunized by injection with heat shock 

protein from the Candida genus, for example hsu90 from C. aib teens, or any fragment or 

oligopeptide thereof which has immunogenic properties. Depending on the host species, 

various adjuvants may be used tO increase an immunological response. Such adjuvants 

include, but are not limited to, Freund’s, mineral gels such as aluminirn hydroxide, and 

surface active substances such as lysolecithin, piuronic polyols, polyanions, peptides, oil 

emulsions, keyhole limpet kemocyanin, and dinitrophenol. Among adjuvants used in 

humans, BUG (Bacille Calnette-Guerin) and Cor.mehaet en urn parvum are particularly 

useful. 

Monoclonal antibodies to the heat shock protein from the Candida genus, for 

example irsp90 from C aThicans, or any fragment or oligopeptidc thereof may be prepared 

using any technique which provides for the production of antibody molecules by 

continuous cell lines in culture. These include, but are not limited to, the hybridoma 

technique, the human B-cell hybridoma technique, and the EBV-hybridorna technique 

(Koehler etal., 1975. Nature, 256: 495-497; Koshor et al., 1983. Jmrnunol. Today 4: 72; 

Cote ci ad, 1983. PNAS USA, 80: 2026-2030t Cole at ad, 1985. Monoclonal Antibodies 

antiUcnt.Iherapy. Alan R. Liss inc., New York. pp. 77.96). 

In additiozt, techniques developed lix the production f ’chimcric antibodies’. 

the splicing of mouse antibody genes to human antibody genes to obtain a molecule with 

appropriate antigen sneciticit and biological activity can he used (Morrison ci at., 1984, 

PNAS I JSA. 81: 685] -6855 Neuberger etal.. 1984, Natue, 32: 604-608: ’lakeda ci al., 

I 985 Nature. 314: 452-454).Alternativclv. techniques described 
tin: 4e production of 

5fl]Ots a010 autib..di.. may he adapkxi. uiiis :nethorb kunwip in the art, to produce 

/21 
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Candida heat shock protein-specific single chain antibodies. Antibodies with related 

specificity, but oil distinct idiotynic composition, may he generated by chain shuffling from 

random combinatorial inununoglohin libraries (Burton. D.R., 1991. PNAS USA. : 

11120-11123)-

Antibodies may also he produced by inducing in viva production in the 

lymphocyte population or by screening recombinant inrmunogiobuiiis libraries or panels 

of highly SCCtfiC binding reagents (Orlandi etal., 1989, PNAS USA, jjfi: 3833-3837; 

Winter, G. etal., 1991, Nature, 149: 293-299). 

Antigen binding fragments may also be generated, for example the F(ab’)2 

fragments which can he produced by pepsin digestion of the antibody molecule and the 

Fab fragments which can be generated by reducing the disuttide bridges of the b(ab2 

fragnsenu. Alternatively. Fab expression libraries may he constructed to allow rapid and 

easy ktentitication of mortuclonal Fab fragments with the desired specificity (1 fuse et ad, 

i989, Science. 251: 1275-1281). 

Various immunoassays may be used for screening to identify antibodies 

having the desired specificity. Numerous protocols for competitive bindina or 

immunoradiometric assays using either polyc.Ional or ntonocional ant1l,dies with 

established specificitica aic vell known in the art. Such immu-noassays typically involve 

the measurement of complex format ion between the beat shock protein from the Candida 

genus, fix example hsp90 from C. albicans, or sos fragment or olinoneptidc thereof and 

its specific antibody. A two-site, monoclonal-based jrnmu:ioas.sat� utiliv.iiig monoelonal 

antibodies specific, to two non-interfering Candida neat shock protein epitnpcs rnts’ he 

used, but a competitive binding assay may also he employed (Maddox ci aL 1983 1. hap. 

Mcd.. jfiX: 121 1-1216). 

ll:c :1rLi nullS mas o’:;lis’ise tile sequence of S)’iQ 2) NO: 2. 



The ooiyesc antifungal agent may, for example, comprise amnhote.ricio B, 

a derivative of amphutericin 11. or nyseiin. Derivatives of anrpho:ericin B include 

Ibnnalations such as AniBisorr.e (suopfef for example by NexMtar Pharmaceuticals, 

CambriCe. UK), anrnbotericin-d lipid ecmpic (Abeieet), arnphotcricin-B colloidal 

ttrspersrun k;\nrpnocL 3e. arnpfloicnclr.-t-5 ifirraiplit emuissoo 

nix he used. Amphoteticin 11 may be ased in combination with another anti frugal agent, 

5-tluorocytosine (Brirnie, IF., S97, supnr). 

The cchtncicandiu antiti.jngal agent may, for example, be I Y303366 (Eli lilly 

& Co., Indianapolis: USAI. Echinocandins are cyclic lipopeptides that inhibit synthesis of 

0- 1-3  in fungi (Redding, J.A. ci of. 1995. Antimicrob. Agents Chemo. Ther. 42(j3): 

1187-1 194). 

Also provided according to the present invention is a composition described 

herein for use in the treatment of fungal infections. Die fungal infection which may be 

treated by the compositicir or combined preparation may he due to a Candida, 

Cryptococcus, Ilistonlasnia, Aspergillos, Torulopsis, Muconnvcosis, Blastunwcosis, 

Coccidioidomvcosis or Priracoecidioidomycosis organism. The term 

"Coccidioldomycosis’ stiso referred to in tire field as "Coccidiumvcosis", and the term 

Paracoccidioidomycosia is Fkewiae sronymous with ’Paracoccidiconycosis’. 
fire 

fungal infection may he resistant to the antifungal agentper se, Ic. fungal infections which 

are intrinsically uni testable by specific agents because that specific amitfinital agent is 

ineffective as traditionally utilised on its own. 

Also provided is a composition or comgiiied preparation isa described herein 

for use in a method of treatment of fuisgal infections of the human or aniial body. 

Also provided is a method of manufacture of a medicament for time treatment 

of fungal infections of the i:rlman or animal b-ada’ ctrar-ott-ied hi the use of a composition 

I(:I::C:rm:IlisS 

Fu-- non-Aemnfillus strains, suspensions were prepared from individual 

colonies (rtiarnerer simm) in 1. ml of sterile 0.55% saline to a density of Ix I -W cells/ml 

as established by counting on a haenrocvto;neter grid. lint : pe.pgilimis strains, see below. 

Antifungal ageutar 

powder for intravenous administratior. (Fungizone). Fluconazoic was supplied as a 

sofution for intrai into mis admnmuistrauon (Diflucan) b Pfizer...pbotericia B was 

dissoived in climethyi suiphoxidc at a concentration of 1.2 mg/art and iluconazolc was 

dissolved in 0.85% saline also at a concentration of 1.2 mg/mi. Stock solutioni were 

stored at --70C until used. Abeicet (Igosonial atuphotericin B) manufactured by Bristol-

Meyers Squib (1JSA) and prepared according to the manufacturers guidelines was used in 

the clinical study. 

Antibody: 

The 1)NA sequence of a former antibody specilic for the Candida olbieans 

hspdU cpitope disclosed ir, GB2240979 and EP040tiO29 was genetically modified by codon 

Optlmisat:nn for expression in Eschcrlchla coil (Operon Technologies Inc., Alameda, CA. 

USA) and inserted into an F. coil expression Vector. The amino acid sequence of the anti-

nsp9O antibody of the present invention comprises the sequence of SEQ ID NO: 2 

(includes the heavy, light and spacer domains). The antibody according to the present 

ipve-ntion recognise the enitope comprising the seeucnce of SEQ lID NC: 1. 

The anti-hsp90 antibody was expressed iii an E,1-ho-;Chia coli host and then 

puritiec. by affimrirv chromamograplay and an imidaa,ol-c exchange column up to 95 °- purity. 

Standard molecular biology protocols were employed (sec, for example. I lariow & Lane, 

au’sra: Samolarook. I. ci of, 1989, it olceular Cloning: A i :mtmnraumrv \iauuaL 2nd Edition. 

Cold Spring Harbor Laboratory Press, Co1d Sprino Harbor, New ’fork; Sanrbrools I. & 
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Russell, 2-Russell, ft. ZOO!. f eon! 3rd Edition, Cold Spring 

Harbor Laboratory Press, Cold Spring Harbor). 

Formulations cifMycogrrib (RTM) were pretiarerl as follows, a vial containing 

10 mg, of pare aiid-hsp9C arttibodv, 150 ma of pharmaceutical grade (PhEur) Urea nod 

174 mg L-Argirkine (Ph Eur) were reconstituted in 5 nil water.. 

Assay media: 

RPMI broth was prepared from RPMI 1640 broth medium (Sigma R7580) 

supplemented with 0.3 g of giutaminc per litre, builered with 34.6 g of morpholine 

propanesulfonic acid (MOPS) per litre and adjusted to ph 7.0. 

The Broth microdilution test: 

Twofold dilutions (40 to 0.024 mg/mi for arnphotericin B and 400 to 0.4 

mg/mi for flueonaiolc) were prepared in RPMI broth starting from the two stuck solutions. 

A 100 kit strsoensionot the icoculumdiluted I in 10 (equivalcotto lx to’ efu)was added 

to the mic.rotitcr plates. To this was added 50 p1 of the antithrigal and then 50 J of the 

antibody. Antibody was either neat (0.4 mg/ml), or diluted to 1/10 or 1/100. When 

antibody was absent, the 50 p1 volume was made up by RI/MI. The total volume in each 

well was 200 al. Final concentrations of antibody in the experiments were: 100 pg/nil 

("neat"). 1 U go/ml (1/10 antibody") or I pg/mt ("1.1100 antibody’). 

Plates were incubated at 37’C iivcrni girt and the minimum inhibitory 

concentration (\IIC) Ocilned by the lower coneen alum inhibiting growth. 

(’nInny counts were determined for the wells where thero was a visnai 

rethiclion in yeast growth. Results were represented us colony Ihrabmrg units pm ml of 

irrmmti: clh..inll. 

I’C�IlG Bil1.11 It  195 

20- 

Hiicnaicetaljon!m 

cLZa ).56 3J,.Z 6.25 

No antibody 7xto, 5.6x105 2.6x106 3x106 

Neat antibody 5.6 x [O 2.3 x 10 Lax 106 1.6 x106 

(100 pgiml 

1/100 antibody 4 me l0 
l pg/mi) 

(Control 1 x 10" cfrm/ml) 

3x105 2.3x106 5x106 

Compositions with antibody and amphotericin B.-

Fable :table 9 shows the minimum inhibitory concentrations (MICs) of 

amphoterlein B against the test fungal pathogens, with or without the presence of the anti-

C a/bk:rins hsp90 antibody at different dilutions, as assessed by the Broth microdilution 

test. 

to, contrast with the results obtained for fluconazole (see fables 2-8 aspen). 

all strains tested here showed at least a to jr-fold drop in MIC of amphotericin B when 

undiluted antibody was added to the incubation broth (Table 9). Furthermore, in all strains 

examined, there was at ioa,st a two-lohl drop in amnohotedein 13 MIC even when the 

antibody diluted 100-fold was added lo the incubation broth (final antibody concentration: 

the greatest efldet of the composition comprising ant: bo/y and ainphotcdcir. 

B at reducing tile MIC of ainpiumicricin II was observed with the fiueonazoie resistant 

sPain

 

of(’. o/bicrjns. Neat antibody yielded a ten -1,01d redaction ia the arrinimotericin II 

IQT 

rom 
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S’JC. and even at a 1004 lid  antibody dOation, the pisotericinE MIC was reduced by 

approximately 25 % (Table 91-

I able 9. MICs to amphotericin B 

C. oibtcana 

(outbreak) 

C. athicans 

I luconazok 

Resistant 

Cl krusei 

mphoter1cin A ot Ahoter5cin Amphoterigi 

No antibody  Neat antibody 010 antibody 1/100 inutinody 

U09g.sLaiiJ 1-0�Ulo  W.g5U 

0..56 0.039 0.039 0.0r8 

0.312 0.039 0.078 

0.625 

C. tropk’alir 0.078 

71 giabrata 0.039 

C. parapsi/osis 0.625 

0.156 0.312 

0.019 0.039 

<0.009 <0.009 

0)55 tiltS 

A composition comprisingan antibody or an antigen binding isagrnen: thereof 

specific for one or more cpitones aS a fungal stress protein and an antiftingal agent 

and an 

echinocandin a iEnual ageni. 

2. A combined preparatiec comprising an antibody or an antigen binding 

fragmen: thereof specific for one or more epitopes of a fungal stress protein and an 

antufimpal agent comprising at least one of the group consisting a polvene antifungal agent 

and an echinocautdin antifimgai agent for sinrultartcous, separate or seqtientiat use in the 

treatment of ftmgal infections. 

0.079 
3. The composition according to claim 1 or the combined preparation according 

to claim 2, wherein said, antibody is specific for a heat shock pnacin from a member of the 

Clandida or Thrulopsis genera. 

0.312 4. The composition or the conibhieci preparation according to claim 3, wherein 

said heat shock protein comprises hsp9O from Caudida albicans. 
0.039 

S. The composition ac.co:dirw to any one of claims . 3 or 4  or the combined u.019 

preparation according to any one of claims 2 to 4, wherein said antibody or an antigen 

0.313 binding fragment thereof is specific for the epitope comprising the sequence of SEQ Ii) 

NO: 1. 

6. 1 C coniposaior. or the conibi:ied preparation according to cLaim 5, wherein 
1)etailcd experiments which quantified the number of cell colonies sureisSog 

saio tatv comorises the aeth.cnce according to SEQ ID NO: 2. 
at ditllrent aniphutericin P concentrations with iitinren( d)uuorrs of the anti-E, aibicans 

hss9h anhhedy were undertaken for each of the fun--’ strains represented in Table 9. 
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7. The composition according to any one of claims I or 3 to 6, or the combined 

preparation according to any one of ciaims 2 to 6, wherein said polyane antifungal agent 

comprises amphotericin B or a derivative of ampisotericin B. 

8. The composition according to any one of claims I or 3 to 6, or the combined 

preparation according to any one of claims 2 to 6, wherein said echinocandin aatifimgal 

agent comprises LY303366. 

9. The composition according to any one of claims I or 3 to 8 for use in the 

treatment of fiinga3 infections. 

10. The composition according to claim 9, or the combined preparation according 

:o any one of claims 2 to 8, wherein said fimgai infection is due to a Candida, 

Cryptococcus, -fistop!asnsa, Aspergillus, Torulopsis, Mueormycosia, Biastomycosis. 

Coccidioidomycosis or Paracoccidioidomycosfs organism. 

11 The composition according to claim 9 or elahu tO, or the combined 

preparation according to any one of claims 2 to - or 10, wherein the tiingal infection is 

resistant to said antittingal agent 
per se, 

12. The composition according to any one olelaims I or 3 to I or the combined 

preparation according to any one ofelairns 2 to 8, 1 U or II for use in a method of treatment 

offfingal intections olthe human or animal body. 

13. A method of manufacture of a medieainent Jhr the treatment of, feneal 

infections of the human or animal hed� characterised, in the use of the composition 

according to any one ofelaims 3 or 3 to 121 or the combined preparation according to any 

one ofciaims2to 8 or 10 to 2. 

ci: 
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14. 14. The use of the composition according to any one of claims I to Ii or the 

combined preparation according to any one of ciauus 2 to 8, LO or I I in a method of 

manufacture of a medicament for the treatment of fungal infections. 

I f.. The use of the composition or the combined preparation according to claim 

14, wherein said fungal infection is resistant to said antifungal agent per se. 

16. A method of treatment of fungal infections of the human or animal body 

comprising administering a therapeutically effective quantity of the composition according 

to any one of claims I to II or a combined preparation according to any one of claims 2 

to 8, 10 or I Ito a patient in need of same. 

17. The method according to claim 16, wherein said composition or combined 

preparation is administered orally. 

18. A kit comprising an antibody or an antigen binding fragment thereof specific 

tot one or more epitopes of a funea stress protein and an aeflihngai agent comPrising any 

one of the group consisting a polyece antifungal agent and an echinocandin antifungal 

agent. 

19. the kit according to claim 18 for use it: the treatment ot’fiingal infections. 

20, An antibody or an antigen binding fragment [hereof specific lot the epitopc. 

comprising the sequence according to SYQ It) NO: i. 

21. An antibody comprising the scctccnee according to SEQ 11.) NO: 2. 

’Ge 
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22. Tin antibody or antigen binding frag lent acccwding to caim 20 or the 

antibody corning Ic claims 21 wherein said antnodv or sntgen binding franment is 

labelled with a deteetable iabel. 

23. i’hc. antibody or iltlgcn binding fragn cot ancorinnp In either one of clnin 

0 or 041:rn or ’C antibody Of cla�it or 22 wlicre?n said 

Of antigen bindin fragrrent is conjugated with an effoctor molecule, 

24. The use of the antibody or antigen hLnding fragment according any one of 

claims 20, 22 or 23 or the antibody according to nay one of claims 21 to 23 in the 

prenaration of a diagnostic for diagnosing one or more fungai inihetions. 

25. The use according to claim 24 wherein said diagnostic is provided in a kit 

26, 1130 use according to claim 25 s.vhcmin said kit includes instructions for use 

in diagnosing uric or more fungal infections. 

27.A diagnostic kit as described either one of claim 25 or claim 26. 

28. The invention as substantially hercinhefore described with reference to the 

exam-pies. 

SEQUENCE LISTING  

<110> lerec ILerics p.c 

32Q> lreer.ment of nii<ai jJ3icsj< 

<141> 

<1.60> 2 

(3 70> Patont1n iLer. 2. 

<211> 0 
<21>: A>: 

<23 _..i,.sG sp. 

<400> 1 
Len Lv> V<i. lie <eq Les Aer. <le von 

1 5 

<230> 2 
<211> 248 
<212> 0135 
<213> Artioncisi Seqoence 

<220> 
<223< Description of Artificial SeToe000 Synttotic 

<400> 2 
Sir, Art. Ala Glu ’<ci 01< Den ’.1>1 01< 2cr Gly Ale Gin val Lye Gy> 

5 IA? 15 

Pro G v Gin let Ten A<c Ile See Cys Dye nay See Dlv Ore lie TIe 
20 25 30 

Icr Tyr Ten 21< 5cr Top Vol ,Prq Gin Net P<o Clv Lye ely << 
35 40 45 

Dir irt 11<0 Gic Lye tIe Asp Pee Dir Asp tIer Tyr lie <en Tyr 2cr 
55 00 

°ro Ice She DIe DIV o:s VaI TAr 11< 2cr 21< Asp Lys Sec tIe <en 
05 70 75 80 

The <1> Tsr Icr Dl.> <op nan leo Leo Le Ii3. Set As> 50< 27< Net 
:15 90 91 

’11:: 0<1 itis <eq Clv C]’, <rg nap r:sLIv Al: Sec 90< Icc: 
1110 iii 

GA’ lAr lee :1cc ’<0< ’Jo Is: 



WOn °(42 

. . 

I?( II(;le11/n lOS 

115 1.20 1.25 

Glv Ply Gly Gly Ser Ply PLy Gly Gil Per Asp Pal Val Met Thr 
130 135 040 

Sr Pro Ser Ph- Per A1 .a -he Pal Ply lIsp Arq Ole Thr Tie TSr 
045 151 155 165 

Cpa Ars lIPs Ser Ser 51/ lie Ser Aro tsr Los Ala Top Tyr Gin PIn 
165 110 176 

Ala Pro Giy 1y-, Ala Pro S-ps S-ru Lcu lie Tyr Ala lIda Ser Thr Leo 
180 1.85 090 

Gin Thr Giy Val Pro Per Arc Plie Ser Gly Oar Ply Ser Ply Thr Glu 
195 200 205 

P55 tSr Lao Thr lie Aso Ser Leu Gin Pro Glu Asp Phe Ala Thr Tyr 
210 215 220 

Tyr Cpa Gin Ella S-eu lIan Ser Tsr Pro Leo Thr Phe Ply Ply Ply Thr 
225 230 235 240 

Lys 0[el Asp Ile Lys 1ir9 Ala Ala 
245 

II’ 
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VOR000NAZOLE VERSUS AMPHOTERICIN B FOR PRIMARY THERAPY 

011 INVASIVE ASPItRGILLOSIS 

Roui H FrIto cii . M.D.. Dare W. D,,rst,Fe., F.$.C.P T�c.c.ss °. P.51 ORSON, St., Join E. 3,,iFM r, M.D., 

L Gus so M.D., Jdrto W. Qrsrvraers, M.D., Wai ii: V JKsnr, MD, KieP.FO A. MAW, M.D., 

PAFFOCF. Ram.. VU., OOVLUI Lo:rrrIOLiiR’c, M.D., Put)., Rciveu S’i’,’csrte, Sc,D, ROSLRI H. Rues,, M.D., 

ions, R_, M.D., Pnu, Sssnn.., M.D., CanisrirsE Dui’iO, M O D.. DOSS CALLOi, M.D., ECKHAFIO Tu’,FEs, 

C 

M.D., 

PRAATFFRSiI, H. CFSASORAS[KAN, M.D., MICHAFF R. Honors, ,V..D d.ss.sr. T SCHLAUM. M.D., DOFF F. TROAF, Ph.D., 

AND Brnj or Parrw, M.D FOR THF E ’nVASI1E FUNOFI I [021050 GROUP OF OFF LiSOFESFI OAOARFSA000 

F OF. R,[SrARCV. AND T:OASMENT OF CA.’,C[F eNr’i$ 01 O2,F Aso-ForLus S uoi 

ABSTRP.CT 
Bkp’oend Voricorialoie ice broad-spectrum Sri 

azole that is active against sSpergdELlS species. We 

conducted a rannornizerl foal to compare voriconasole 

with aniphotericin B for primary therapy of invasive 

atpergillosi& 

MetJ,ieds In this randomized, urubuinded trial, Pa-

tients received erther intravenous voncoiia,ole two 

doses of 6 mg pe kilogram of body weight on day 1, 

then 4 mg pe kilogram twice daily for at least seven 

days) followed by 200 mg or&Iy twice daily or litre-

venous emphetericro B deoxycholate )S to 1.5 mg per 

kilogram per day). Other licensed antifungal treat-

ments were allowed lIthe initial therapy failed or if 

the patient had an intolerance to the first drug used. 

A complete or partial response was considered to be 

successful outcome. 

Reselts A total of 144 patients in the voricona/Olt 

group and 133 patents 91 the amphotenicin B group 

with definite or prohabie aspergillosis received at 10051 

one dose of treatment. In most of the patients, the or’ 

denying condition was allogeneic heniatopoietic eel 

transplantation, acute leukernw, or other hemalologi! 

diseases. At week 12, there were successful outcOnFel 

in 528 percent of the patients in the voriconarok 

group (coroplete responses in 20.8 percent and parria 

responses in 31.9 percent) and 316 percent of idoSi 

in the amohosericin S group (complete responses 

16.5 percent and partial responses in 15.0 percent: aS 

solute difference. 212 percentage points: 95 person 

confidence interval. 134 to 37.91. The survival nets a 

12 eeuks was 70.8 percent an the voiiconarole ooul 

onc 579 percent it’ the arnpltoterLin B group hir’ 

rst’n. 0.59, 95 pe2ccr’.t ronfcoeiice Interval, 0.4010 0.88 

VoritoiioIe treated oCtieFliS 11usd significantly lwC 

severs drug riatr’d adverse events, but lrarssleii 

visual drsturbanccs ’All r, common with voriconalol 

ioccnrr;sg in 44.8 percent of patients). 

(7eacfn5itis.r In patients with evasive aspergilosli 

initial therapy With voiieonanole led to better tespuw 

es and improved turn ival icrd resulted in beset sever 

side effects than the standard app,oach of initu 

therapy with anFpi101d’tiCOl B IN Enal 7 Merl 7002:3" 

40$ i5.i 
CsFy:iqti ’Si 2S’ M.55,., :a’wlts Stt,1,s,1l 5oct5/ 

4050.0"I.... Ni. .......es,.S’OF:’’ ...... 

JNVASI\,liapergillst.-sl-s

 1-s FtIa)tsr rntcstttturs corn 

pbCah Ft in paticots en ris prolong lr ed rFrIIsprr.in 

ond in transplant rcsipicnrs. Its incidcrice’ raisers’ 

horn S pc’rccnt its irsn.rc rht.o 20 per’ccnr in huit)F 

ii4 5roups.’ ’dr decadcs,,urtplsitteri5in H dcorvcho 

lot5 has bc-ti ’he staudaru rhsrapv for dw,seisr as 

perglliones, ofrhtrugh reSpOIIStrS one suboptimal (less 

that,, 4)) )’itOLSiI5fltl it, COterLit iitntllUtlt)SUppI’csSCd pus -

Heists. Aauphoteriiss B is asscncsatcd with multiple 

side edetia, which miss be amndiorated with the use 

or Lipid torisruiatioo.s.5 

\’urmeonaLule is a macic broad spoerruni trios’as:c rho 

,s oettsc ins irro 05,0051 e,triotiS Yeasts and. molds, in 

eluding 0spcugihlus species.’ A ssoncrtrnpar.stisc study 

dcarotsslratcd us response rues of 48 pei’ecr’.F knlOn$ put 

lF21(S svrth ,icuitc invasive utspergitioais. V’s srrriiertisrik 

an open, r.erieiomiaed tcil crIlis orinft file CbliSutc’u, S.d’s 

51 .15151 l/lleral’ilrF ol vrrric)raay.(rLs wuth uhisse ttl Ciii 

tC!iClfl ii tor ifac prirnory therapy mlt OOFtC Fliteil 

,nsperpilltists in sortIe titsetsnspronliscei nticinrs ’is: Ii 

F cpus of ilicrOps were fmllmrsssd tnt,- 111 lt,n l(5e:inst ,Ft’O F 

l;t,,tl theca;-5 ’cvheit ii iLLS eLLeCI C or F rt’;erllut. is’:tF ’c 

5111511CC JiLF.F,L1l. METHODS Conduct of the Study 

SF11’ a FO,i.’e.  

.;.td t.,,,,.,Sa ’d’i .a,F Ft 41%)2:L) iSIs di tied S:,ncs. F ai:nd 
 ..i .. ii,.,.,...’J, h., c.,,, s,:’’’ 51,0,’.,’:: :.�,,,,. me.:. U ,,i,,i 1-. ,,e,i..,,,.i’’l’ FL,., MO ill..; Si ’li: F,de’ ........... . I All I F ,ia’i.’.’’- 

1. F 

’C , 

vORlCoilJSZOLt IN .SVASFVE ASPERCiI LOSiS 

k.5’.ics, F/rae,!, alJ 111, .1 1 Ive:e S ssdi’,’ [Cl Fl:.: .1 5;1 iLl 

cemrtn.rii’sal vrvenn’,i. ,.,Iflrifl,tiv’c,tti rn’ Fr Fan’sl 

ej III, r II TI, [ Ci I 

Il’s :sTs1t,,[i.S 

cm,rvc,’.1’,aiilj F,’’ ’.1) pai:e,1s... fnu e ,rdicits I 

has srt,’uncr:.. ,lsell l’ cd.ntlnvi. .t A 1 5’ 

uS cc’ ’iii ell;ile,aa .n’.l Fimsur r 1 5il..’, se’ 

o,.Jactol Os it,. 1(211,10 I Sara CelFi - 

F’r:zcs. all’au’.eei i.c-mlemei’garsirs i "Ali -e1sdcr1cC el s’l,cis 

me I, Bnss,eR, tSslsi,,:. atic a, hIder. 

Study Patients 

bligilslc paruculis ,serc Ll,,i,e eli, ,ict’,:YFc .’r ’rm,haL’lv ,riavisc 

.,,j,e,g,llols n r,: ltd 52 see, ’f ’.ye sir c:teler aol V/Crc II: llr  

e,’iflL,Iiii[iiVcel b’eca,lsC iF sac of rile IOI!o,vi,le allligeF’,eie terra 

tl’pecelle cell Lraiisp.ail:arvn’, as,[tlloglmac utewcm,upm.ietic cell ti-al’s 

p!viltar iii. licni.tuetl’y,ie ea:lcc’mc.ipl/.slie a[,eiitia, C rtl[y’cl,l,lvsIitasrIc 

svndri’rm’.v, I,’ Li met ff1111511 lilucemlnp.11’.r.isn’l’e Ceiil’i;flu[’u.i. lIacLnviclu5 

tie alnqen 5n/e .1 Vi slsrsdeFlcivfls’,.’,’rei’ulL(’c .....[IS l ..c, ejf,L a cur 

tar,,’ I :.)utel si,iJ. ,.555.:l,t-lL,,5tll s:flmau,in 

Dal,,.,nv aspi ,g1atvsvrv rcPased at a cl,nical!v ciurlpsu 

its’ sI I less ht.’ tel,mnellre lIt the ii1,i,,lv,’,Ieicll,Feiin iF 

Isis species m’mltmnasiaviatv ’cecil,’ 5,1,. u t15’fl:l,Iv’ ,:unsumICllF mesiti sIc 

11,›_)C,  di.: as1scct,illu’ 1,’: a bril np_c ,fi./s,Ifleli .1 aspI’s.. ’511 111115415 

elf llSPeiit’.,idl’, 101’,’. I ’lIt vans’ silo,’.: ,a.Iu’l, s/ cvi _SmThi ,s iF psi liiivn 

[seam levs,ny Fh1.0 re_IC eic.alr/l.1isl’letr[ C [I It I ji"I I 

Inter i’.t iii ’’Sal stir pOelUn15  

11’ ill hid ul,J,.’eIli’v’ .111,1111 Ice hc,siat,ip,nic umS set’ I r:ene 

c’Iaalr,nli,ic en: 151151 i1.b .,lLelmiml’1ldlni’ :le,,,.lim,imid’l,L,mrllir,il’; r,r 

e’sensFlrline!l..sl lcvi:uny still F1r[niCli liv tiritit.h,aoqls’, Imi[i1 a 5IIIS,il1C 

cal issue 11Ir ;aper"iIIL’ 2’.5’ulrl’pcni ..  

an, 111w SF11) [iLl ._ul’i,. ,,ell ,:r.n’,ei at ’Salle Olfl ,i,1. i:,’r 

INc pres:..vue V/li 5�, 0,5. 
,,d’.,hulei,sc’.ts:vc ap 151 li".’ ills dcli:lLJ as .’,c’’.,s,<.itl scum 

’I, dci’ lilac ,.m,,c,ir lois of isle 1mui’h55i5iIt 115115’S’ ,5,,’.s,sScSl 

55,1s to, ’l’escs..e arpceuni!l:m’ 1:, a 11,5111 2,ccurieil ,ir aSli:r,:i. 

I;l w,ihi,vn cull. re’’lsc’_’my.scil,e’’I .’ h,,1,,,’’r , I 

ci a ,ua,l:l’.eils’.l lcuii:uui’,Sipl ,ie St. I ns,.,.,esF:llc .15’.’ ’ a c," 
’.5151 m LisA I r.sierc 11115 11 I5, re., il 151 11,1?’ ’let It, dill I:’.,, ,,pl.m’.sit’’.i 

l,c’ ri :i,,ne plil.’i,l’u’.li’; : l’viilm’.l I11;uF lrc!c len .111: ’’1_aLlIs 1’’ 

li 2’’’ e.’ilms 155 1 ’sn CC, Islam’ ia,! i,Illlrml’l".lc ,nhlmu5er.sic licn:ae..m 

5ell raii. ,1.u,slalv,’, lIrIli,, had ,; nicul 

It its ti’e infer is[:Fi.lc ,.,,.,v,’sclil I’. ui, [iC ,lncveulv,. 

pereFin 1 -,chi,,tlsc,,isr .1s.., 13 ,n’. ’’i’. , , 

ill lu’. luc 1’ 111115,51 

ui,,’. 111511’  

len_I 1l.lnL,ul 15’ Ii 

111111 ,lui::Ci iSa,, 1,111, icuuisilleui.:t cua lu .ltil,:,ill,,,ic!,i,,l 

hl’m;e’’i’e,iu:’.1/  

- I’, , , ’.s’.v’.’.s :1 I ic’ [,,3 . I ,,,,,uue 
,..,, 

u,uii,si. :scoiu,1 

sI1 - hr. ’I’, is.: i’. Cue’,’’  

iii’,’: 

Fi1icui.Csll:maee L.l atv.Fcs,mu.,s.,5.4.,,., ... ;,. 0�. ,.,3 
uersae, bihrs,hin ’’r asie ttr,,. [It), ic’Ii3ia’.i- eel Ogle  ’inc 11511111 
1,1 151r till, me imnflrdl,lF mr ,’.N L 111111 Ci AT .11:11,. ic ci j,$r : Ili: i 
25 as ill,,’.e,Lmici 231 c’i:nil ;,ei ’11151115 .5 fl, S5ce:’,.e,, 

.r’mii,,ia 5cr-,, lam oh’.. stInt, had .sI I,.\.’v.....SLI ’11’: ’hail 72 
"crc preei’atii ,’r’,, ’cars civ, 

Study Designs - 

Face ’ts,’, 1’5Il,, i,5C5’g r,, ih i-a rii’si 
’mite dLiCiIiliQ4C3 i,i ir,.arsmg’, group:., Slltl 
.1 Cli 1.5 La! , ’ hi 5505 Ii) i ic e,,e is.. 1 l Srrs mn :1115 11,’fl p5010 
ncr’ r viSe i.inde- rg cr-nil l’s dls’i-c iseic herr[aistpr;F 
5115 cell ri, ans 11 loll. ,SC’S)CII ’I,,. 1 Li51sii.1ll 

Li/mL:cielsccir,mpsei, StaTus 
lncaFropemdc On.flC1L:Ompc ’ic 1. Pt’ LLtLn :cCeivccl pLuirlarv thai ails 
roil’ Litter 11)1151 mrszir,-oFe t, i-ru’, pr I ti,y am ::slrasem’aiiisis, rw0e is 
day or day 1, tilRL,’a’cd 55 4 Ill’’ ’icr 111 ci 115 lii case 5111515 t’,ticc 
daly (’5 as boss. see-c’s Us,’5 also enl’is.E, ruse [ai1en’., couli nwirc,, 
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Corno resultado del Examen de Fondo realizado, con fundamento en el Articulo 45 de 
a Decision 486 de la Comisiôn de Is Comunidad Andina, se cornunica 

1. Documentos estudiados 

Descripción Folios 29 a 52 22 Noviembre 2006 
Reivindicaciones: Folios 53 a 56 22 Noviembre 2006 
Secuencias: Folios 58 a 59 22 Noviembre 2006 
Prioridad: GB 040907.5 23 Abril 2004 

2. Objeto do la invencón 

40 Titulo de la solicitud: "Tratamiento de infecciones micOticas" 

El problerna planteado en esta solicitud consiste en la necesidad do agentes eficaces 
pars ci tratarniento de infecciones micóticas resistentes. 

Para resolver este problerna tØcnico la solicitud en estudio proporciona 
composictones antifungicas que comprenden un anticuerpo de union a la proteina 
Hsp90 y un agente antifungico seleccionado entre itraconazol y voriconazol 

El objeto de la presente Solicitud se relaciona con la ClasificaciOn lnternacional do 
Patentes (CIP): A61K39/395; A611<45/06; C07K16114 

3. Excepción a la Patentabilidad (Art 20 D 486 literal (d)) 

El objeto de las reivindicaciones 13 y 14 que corresponde a un mØtodo pars el 
tratanilento de infecciones micOticas del cuerpo no es patentable de acuerdo con el 
Art citado. 

4. Reivindcaciones relativas a un uso o a un segundo uso (Art 14 y 21 D 
486) 

El uso de las reivindicaciones 11 y 12 noes patentable, de acuerdo con el Art 14. 
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5, Do la Solicitud de Patente 

Reivindcacones (Art 30 D 486, Art 22 POT) 

Las reivndicaclones 1 a 4, 17 y 18 hacen referencia a que uno de los 
componentes de la composiciôn corresponde a un anticuerpo a a un fragmento 
de union con antigenos, y dicho anticuerpo es definido teniendo en cuenta ci 
epitope al cual se liga y no mediante caracteristicas tØcnicas esenciales. Es 
importante mencionar que un anticuerpo deben caracterizarlo a partir de Su 
estructura completa, mencionanda las secuencias que lo conforman en I@ cadena 
ligera y cadena pesada, a las secuencias variables de las cadenas ligera y 
pesada a las secuencias de los 6 CDR’s que conforman ambas cadenas. La 
referencia a estructuras parciales del anticuerpo no son vÆhdas puesto que no es 
una estructura activa, probada, ni definida. 

Las composiciones y preparaciones combinadas reclamadas en el capitulo 
reivindicatorio deben caracterizarse tanto por sus componentes (de manera 
inequivoca) coma par las proporciones en que estos se encuentran dentro de la 
composiciOn. asimismo. no pueden describirse los componentes par funciones. 
usos a tipo de organismo del que provienen sino par sus caracteristicas tØcnicas 
esenciales (ej. secuencia, estructura, nombre quinlico. etc.). Se sugiere modificar 
ci capitulo reivindicatorio. 

No se encuentra diferencia entre las composiciones de I@ reivindicación 1 las 
preparaciones combinadas reclamadas en las reivindicación 2 y el equipo 
reclamado en la reivindicaciôn 15; ya que, las caracteristicas tOcnicas esenciales 
de estas reivindicaciones independientes corresponden a la combinaciOn de los 
mismos componentes (antigeno y agente antimicótico). Se sugiere al solicitante 
modificar ci capitulo reivindicatorio definiendo claramente lo que Se pretende 
reclamar, 

-. Las reivindicaciones 6 a 9 y 16 indican el usa que puede darse la composición o 
preparaciôn cambinada reivindicadas, dicho usa no es una caracteristica tØcnica 
que defina a la invenciôn. Se sugiere hacer la aclaración respectiva. 

- La reivindicación 19 no da ninguna información que permita identificar ci objeto de 
invención, asi mismo hace referenda a ejemplos sin estabiecer ninguna 
caracteristica tØcnica esencial. Se sugiere eliminar dicha reivindicación. 

La reivindicaciôn 10 hace referenda a un mØtodo para la elaboraciOn de un 
medicamento pero este no se define mediante caracteristicas coma alguna etapa 
6 aiguna condiciÆn especifica en que debiera realizarse, sine par ci usa de 
diferentes componentes. Se sugiere, entonces, definir la invención par sus 
caracteristicas esenciales, estructurales a funcionales y las pasos que estÆn 
involucrados en dicho mØtodo. 

La reivindicaciones 17 y 18 contienen los tØrminos: marca con una marca 
detectable" y conjuga con una molOcula efectora" los cuales no son claros y son 
ambiguos, por lo cual no permite distinguir la invenciOn del estado de la tOcnica. 
Sc sugiere sustituirlos par tØrminas, compuestos o agentes concretes. Dc igual 
manera no se encuentran soportadas en la descripciOn composiciones que 
contengan un anticuerpo unido a un marcador detectable y/o a una molØcula 
efectora. Par tal razOn se sugiere eliminar estas reivindicaciones del capitulo en 
men ciô n. 
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6. Determinación del Estado do la TØcnica 

El Estado de la TØcnica se determinO con base en la fecha de presentaciOn de la 
soNcitud de proridad (23 abril 2004) y se encontraron los siguientes documentos quo 
anticipan el objeto do esta soticitud: 

Item Documento Titulo 
Fechade 

-. Publicacion 
Treatment of fungal infections with 

Dl WO 01/766627 polyene or beta glucan synthese 18 Octubre 2001 
inhibitor antifungals combined with anti 

L_. 
90 antibodies  

Voriconazole versus amphotericin B for 
N, Erigi. JMed, Vol D2 347 No ,6 

primary therapy of invasive 08 Agosto 2002 

Dl (folios 104 a 109) divulge composiciones para el tratamiento do infecciones micóticas en 
humanos o animates que comprende un anticuerpo especifico pare un epitope conservado do 
a protena hsp90, el cual se combine con anfotericina B. 

. URL:httpJtworldwide.espacenet.com/publicationDetailslbiblio?FThD&dete=2001 101 8&DBEP 
ODOC&locaieengb&CCWO&NR01 76627A1 &KCA1 &ND4 

D2 (folios 110 a 11 ’11) divulaga estudios comparativos entre la efectividad de voriconazol con 
respecto a anfotericina B en infecciones provocadas por hongos del genero aspergillus 

7. Examen de Patentabilidad (Art 14 D486) 

Nivel Inventivo (Art18 D486) 

La reivindicación I consiste en una composición caracterizada porque comprende 
Lin anticuerpo o un fragmento de union con antigenos del mismo, especifico pare ci 
menos un epitope do hsp90 proveniente de un organismo del gOnero Aspergillus, y al 
menos un agente antimicOtico seleccionado del grupo quo consiste do itraconazol y 
voriconazol. 

116 ComparaciOn do las caracterIsticas tØcnicas esenciales, con las del Estado de la TØcnica: 

CacstasesendaIos 
Compsiór  - 

Anticuerpo o un fregniento do 
union con antigenos especifico 
pare ci menos un eptope do 
hsp90 proveniente de un 
organismo dot genera Asperglllus 

Al menOS Lin agente antimic6tico 
seleccionado del grupo que 
consiste do itraconazol y 
voriconazol 

Dl D2 

Anticuerpo a un fragmento de 
union con antigenos 
especifico pare at menos un 
epitope do hsp90 proveniente 
de un organismo del gØnero 
Apjg/us 
Al menos un agente 
antimicOtico seleccionado del 
grupo quo consiste de 
anfotericina B y 
echinocandinas. 

Au so nte 

Agente antirnicótico 
(voriconazol) 

Los documentos Dl y D2 so consideran et estado de la tOcnica cerceno a la 
nvenciOn definida en la reivindicaciOn 1 porque: 

Dl divulge composiciones pare el tratamiento de infecciones micOticas en humanos a 
animates quo comprenden Ia combinaciOn de agentes antimicóticos conocidos con un 
anticuerpo antimicOtico (folio 104, pagina 1 lInea 4 a 6) y dicha combinación tiene un 
mejorarniento en la actividad antifungica con respecto a los agentes solos por la 
presencia del antigeno especifico (folio 104, pagina 2, linea 22 a 26). 
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Los agentes antirnicÆticos escogidos comprenden anfotericina B y sus derivados 
(folio 105, pagina 6, linea 1 a 3; folio 107, reivindicación 7), asi cot-no echinocandinas 
(folio 105, pagina 6, linea 9 a 11; folio 107, reivindicación 8) los cuales tiene 

efectividad comprobada para infecciones de tipo Aspergillus. 

For otro lado, se encuentra el anticuerpo especifico para un epitope conservado de la 
proteina hsp90 de los hongos de genero Aspergi//us (folio 104, pagina 3, lineal5 a 
18), dicho anticuerpo esta caracterizado par tener una secuencia SEQ No. 2 (folio 
105, pagina 5, linea 30; folio 107 y 108, SEQ No, 2: folio 106, reivindicación 6)  la 
cuat es igual a la del anticuerpo reclamado en la presente invención y se uric a un 
epitape de secuencia SEQ Na. 1 (folio 105, pagina 11, lInea 20 a 23; folio 107, SEQ 
No. 1; folio 106, reivindicaciôn 5). 

La diferencia entre la cornposicion, definida en la reivindicación 1 y la composicibn 
dada a conocer en Dl consiste en que el agente antifüngico corresponde a una 
selecciôn entre itraconazol y voriconazole. 

El efecto que logra el incluir la combinaciôn de un anticuerpo especifico de proteina 
hsp90 y on agente antifungico coma itroconoazol ó voriconazol Cs que se presenta 
sinergia en ia actividad anti fUngica de infecciones producidas por hongos del genera 
Aspergillus. 

For lo tanto, el Problema TØcnico Objetivo que pretende resolver esta invención se 
puede formular asi: "cómo mejorar las composiciones conocidas en Dl para que se 
ogre un efecto sinØrgico en la actividad anti fUngica de infecciones producidas pot 
hongos del genero Aspergillus". 

Sin embargo, es conocido en el estado de la tØcnica. especialmente en D2 
que los agentes antifüngicos coma el voriconazol, el cual es un anti füngico 
azolico de amplio espectro, en infecciones producidas par hongos del genera 
Aspergillus presenta una efectividad muy superior con las mismas dosis 
camparado con los resultados obtenidos con anfotericina B. asi coma una 
disminución de los efectos adversos (folio 110. pagina 408. 
abstract/resultados; folio 111, pagina 414, discusiOn), 

En consecuencia, persona del oficio normalmente versada en la materia, que 
pretenda obtener una mejor respuesta anti fUngica de infecciones producidas por 
hongos del genera Aspergullus, intercambiarla el agente anfotericina B en las 
composiciones dadas a conocer, en Dl por on agente anti fOngico azolico de amplio 
espectro coma el voriconazol que tiene una actividad mejor a la de la anfotericida 
coma se establece en D2 para liegar asi al objeto de la reivindicación 1 de la 
solicitud. Por Ia coal se considera que no tiene nivel inventivo. 

Puesto que las reivindicaciones dependientes 2 a 18 no mencionan caracteristicas 
inventivas adicionales tampoco se pueden considerar inventivas. 

8. Conclusion 

Los requisitos de Patentabilidad de la presente Solicitud estÆn afectados asi: 

T Reivindicaciones Requisito que Item Documento 

Dl WO 01/766627 118 , Nivel Inventivo 
02 N. Engl. JMed. Vol 347. No.6 1-18 Nivel Inventive 
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M. 

En cumplimiento del articulo 45 de la Decision 486 de la Comisión de la Comunidad 
Andina, se le indica que debe dar respuesta dentro del tØrmino de sesenta (60) dIas 
contados a partir de ia fecha de notificaciôn de la presente comunicaciOn. En caso de 
no dar respuesta al presente requerimiento, o Si a pesar de Is respuesta subsistierari 
los impedirnentos para Is concesiOn, se denegarª la patente. 

NotifIquese el presente oficia conforme a lo dispuesto en el numeral 52, literal e), del 
capitulo quinto del titulo primero de la Circular Unica No. 10 de 2001 

- 

JOSE LUIS SALAZAR LOPEZ 
Director de Nuevas Creaciones (C) 

El anterior requerimiento fue notificado por fijaciOn en lista. de fecha 

40FThborado par: Ana Delia PinzOn Garcia 
Revisado Par: Jacqueline Alfonso L r 
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