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Clarke, Modet & C°

COLOMBIA

SENORES

. DIVISIQN DE NUEVAS CREACIONES

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
E S D

REF EXPEDIENTE No 07003351/
FECHA DE LA SOLICITUD enero 15 de 2007
SOLICITANTE REPROS THERAPEUTICS, INC
TITULO TRNAS-CLOMIFENO PARA EL TRATAMIENTO DE
HIPERTROFIA DE PROSTATA BENIGNA, CANCER DE
PROSTATA, HIPOGONADISMO, TRIGLICERIDOS ELEVADOS Y
COLESTEROL ALTO

ASUNTO CONTESTACION A REQUERIMIENTO OFICIAL

DILIA RODRIGUEZ D ALEMAN, en mi condicién de apoderada de la sociedad
solicitante, por el presente escnto doy respuesta a su auto notificado por
estado de Febrero 2 de 2007, que vence Abnl 2 de 2007, y me pemito
presentar los siguientes documentos

o El documento de PODER otorgado a mi favor, junto con la prueba de
existencia y representacion legal del solicitante, debidamente
legalizados

e Su ftraduccidn oficial al Espafiol debidamente avalada por el
Ministeno de Relaciones Extenores

o El documento en el que consta la CESION del derecho a la patente
otorgado por los inventores al solicitante, debidamente legalizado

e IPER Capitulo |

Ruego a usted continuar con el presente tramite

1A ODRIGUEZ AI@L/

TLR/srr
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TRADUCCION OFICIAL NO. 122/2007 -

EL TEXTO QUE SIGUE E8 TRADUCCION FIEL Y COMPLETA DE UN DOCUMENTO ESCHITO EN INGLES
LLEVA BELLO Y FIRMA DE HELENA URIBE DE LEMOINE, TRADUCTORA E INTERPRETE OFICIAL, SEGUN
RESOLUCION No. 3818 EXPEDIDA POR EL MINIBTERIO DE JUSTICIA EL 8 DE SEPT DE 1871

TRADUCCION DE LOS SELLOS QUE SE ENCUENTRAN EN EL PODER
OTORGADO POR REPROS THERAPEUTICS INC, UNA ORGANIZACION QUE
EXISTE BAJO LAS LEYES DEL ESTADO DE DELAWARE DOMICILIADA EN 2408
TIMBERLOCH DRIVE B-7 THE WOODLANDS TEXAS 77380, A LAS DOCTORAS
DILIA MARIA RODRIGUEZ D ALEMAN Y CLAUDIA LUCIA CARO RAMIREZ
OTORGADO Y FIRMADO LOS 27 DIAS DEL MES DE ENERO DE 2007

FIRMADO JOSEPH S PODOLSKI PRESIDENTE Y DIRECTOR EJECUTIVO

CERTIFICADO NOTARIAL
CUANDO EL SOLICITANTE ES UNA CORPORACION

EL 27 de Enero de 2007

El suscrto Notario certifica que

1 Joseph 8 Podolski, de edad legal y domicillado en 3 Pebble Hollow Court The
Woodlands Texas, 77381 fimé de su pufio y letra el documento que antecade

2 Conoce al otorgante quien estd legalments capacitado para el otorgamiento

3 El otorgante ha firmado el anterior documento de Presidente y Director Ejecutivo
de la persona juridica Repros Therapeutics, Inc

4 La citada persona juridica fiene su sede en 2408 Timberioch Dnve B-7 The
Woodlands, Texas 77380, estd debixlamente constitukla y tiene actuaimente
existancia legal (E! resto del certificado estd en aspaftol)

5 El otorgante tiene efectvamente la representacién que ostenta, que esta es
legiima y que estd facultado para otorgar este poder

6 Las antenores certificaciones de los puntos 3, 4 y 5 me constan porque he tenido
a la vista los documentos auténticos

Yo 7



TRADUCCION OFICIAL NO. 122/2007 - %

ESTAD DE TEXAS
SECRETARIO DE ESTADO

APOSTILLA

(CONVENCION DE LA HAYA DEL 5§ DE OCTUBRE DE 1961)
1 PAIS ESTADOS UNIDOS DE AMERICA
EL PRESENTE DOCUMENTO PUBLICO

2 HA SIDO FIRMADO POR TARAF STEWART

3  ACTUANDO EN SU CAPACIDAD DE NOTARIO PUBLICO, ESTADO DE
TEXAS

4 LLEVA EL SELLO DE TARA F STEWART, NOTARIO PUBLICO,
ESTADO DE TEXAS CON COMISION HASTA EL 26 DE FEBRERO,
2009

CERTIFICADO
EN AUSTIN, TEXAS 6 El 8 DE FEBRERO, 2008
POR EL SECRETARIO DE ESTADO, ESTADO DE TEXAS
NUMERO N-571634
SELLO HAY SELLO DEL ESTADO DE TEXAS
10 FIRMADO ROGER WILLIAMS, SECRETARIO DE ESTADO
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The SState of Texas
Secretary of SState
APOSTILLE
(Convention de La Haye du 5 Octobre 1961)

1 Country United States of America
This public document
2 has been signed by TARA F STEWART
3  acting in the capacity of Notary Public, State of Texas
4 and bears the seal/stamp of TARA F STEWART, Notary Public, State of

Texas, Commussion Expires 02-26-09

CERTIFIED

6. on February 8, 2007

10 Signature

R Nl

Roger Williams

Secretary of State
ST/mb
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COLOMBIA

Currern 11 N° 86-33 Puso 6 Bogotd Colorubue Tel (57 1) 6181088 Fue (57 1) 6350824-Emal) info@clarkumodet.com o

PODER
Yo (nosotros), abajo Rrmante(s)

en mi (nuesiro) cardcer de rupresentante(s) legalos do
uns socredad orgamvnds y axistents de acuerdo con Ias leyes de

y enactual cumphmiento de su objeto socaal con domiciho en

por el pragante :nstrumento conflear (confenimas) poder expecial a fiuver
de DILIA MARIA RODRIGUEZ DALEMAN ton Ciduln de Ciudads-
nia No. 41 654.802 de Bogoth, y 1tp. 20824 y CLAUDIA LUCIA
CARQ RAMIREZ, con Céduls de Crudadania No. 40 017 374 de Turga,
y 1p 364410 con domicilio en Bogotl, Colombia, para que sctusndo en
su orden en nombre del (de In) otorganie v (ls) repressnten wnte
cuslquier entidad, sutondad y/o persons, eypoculmente ante las dal
orden Adminstretive, Contenciose Adminustrativo, Judicl Tribunales
de Arbunments yio cualquier oo an ‘o referante & los siguientes
naumos

1) Sohcyar tamitar obtener y/o reguitrar cualquers de Ins modalidades
de Propredad Industrial, mles como patentes de mvencidn, modelos da
uihdad disefies mdustnales, vensdades vegemles, marcas lemwa,
nombres y snssfias comerciales y denominaciones de ongen aszl como
nu ronovaclones  prémrogas, tansferenciss, cambios de nombre yio
domieiho, contrates y Hesnelnn

1) Soliciar tmmitxr obtener yfo registwr derechos de auwlor sn
emiquiern de sus prasemiaciones a3l como ls proteccidn de secrctos
industniales y know-how

3} Sohicater tamitar obtoner y/o registar regstros sanitanos permiscs
y/o heencina de funcionamiemo; us! como sus renovaciones o prirrogas,
wansforencian eambios de nombre y/o dobueilia, contratns y hiceneims.
4) Epercer secionas do oposicidén, observacién, reclames, reconsiders-
aidn, rponcidn, apelacidn, cancelscidn sdminutmbva o ywdcul
nulidad proteccién al consumider concesién de licancuns proteceida de
secratos incustrisles y demds scciones y recursos relaclonsdos con
derechos derivados de los asuntos arribe ixhicados y en cootra de Ia
campetencia dealual, acciones dermvidas de b obtencidn o explomcién
de hcanciss acciones de indemmzacidn de perjuicias. Tumbién padri{n)
mtervenir juicion civiles, comercwales, penales  contencwmwo-
administativos tutelas y de policia an accionss o juicios promovidos
por el (Is) mandamz o en contm el {ella)

5) Reginmr nombres de domunio ante ls enadad competente.

6) En ¢! gemicio de este mandato los mandatanos aribs menconados
guedan fizulndos para. conciliar cancelar tranmplr comprometer sn
drbitros depigtir reclbir y tomar posesién de In cosa objsto de livglo ¥
smunclar o demstir & derechos concedidos o en curso do concamdn,

..‘,.-_.‘l

: pars
gesignar spoderados Judiciles o extrygudicinis
y revocar las nutituciones que hicieren.

POWER OF ATTORNEY

1{we), the undersigned

lagal representatrve(s) of Repros Therapentics Inc.

an organcxathion existing under the lews of State of Delaware

and in present execution of ita busmes activity domcaled at
2408 Timberisch Drive, B-7
The Woodlands, Taxas 77388

do hereby grant POWER OF ATTORNEY to DILIA MARIA RODRIGUEZ
D'ALEMAN idantification cand No. 41 654 382 of Hogoth, snd tp. 20824
and CLAUDIA LUCIA CARO RAMIREZ, tp, 36448 yentufication card No.
40017374 of Tuna, residing in  Bogoth, Colombm, 1o uct 1n the order of
therr sppoivment in bebalf of grantor beforw any entity mnhorty and/or

Jundwcal porscn, speclally before those Administrative

process, ebtaun and/or regutar any of the modafities af Industnal

Property soch as Patents of [nvention, Uulity Models Designs, plant
varicties Marks, Slogans, Trado Names snd omblems aod appeliatons of
gin, a3 well

authonzstions and/or licanses, ss well as their renewnls or sssignments
changes of nne and/or domiclle agroements and licenses.
4) To tnog schons of opposibon, cbicrvations, clajms, reconsiderstion,

writ masdarus, pohee actions: m actens, hwsuits or hugations nstituted by
the gramtor ar agaunst him.

1) To mgiater domain names before the competsnt entity

6) Ta tha effect of this mandate the sbove-namad proxy are empowered to:
coancimie, cancel, settle, submit to whitation, withdmw and 1o recelve and
iake possession of the leigation related clyat and walve or renounce tha nghta
granted orin process of granting, admit the facts of e case.

7) To mify or not the officiom agency

1) 1 (we) bereby sppoint the aftrn mentionad attomeys with powers 10 rective
norifications and to designate judicial and eortrsjudicial sttomeyn, subsutute
this Power of Attormey and i revokee such sustitutions,

Granted and
on this

'% .;.?,. ..r,..f%n

s.robou'ln. n-:ﬁ’ucuefwom
-

-
3




CERTIFICADO NOTARIAL

{Cuando ¢l solicitante e SOCIEDAD)
(Poderes otorgados en: Kl Salvador Hstados Unldey, Mizicoy Veorznel)

A los dias dol mes de de
ol Notario qua susexibe DA FE de quu

{nombre de In peraana que fima el poder)
muyor de edad y doamdealindo

firmd de su pufio

y letrn gl documenia que anteceds,
2 Conoce al (a Ia} otorgante y que exte (a) estd legnimento capacite-
do pars ol ctorgamientn,

) El otorgante ha fimade el mfendo documente en su canieter
de
de In persona juridica

4 La citada peryona juridica con sede en

atth  legaiments
constitide, que tient achuahmients
existencis Jegml ¥ que el acto pure el cunl e ha otorgado este
poder estk comprendwo entre los que conghiuyen fu objeto Jocal

5 El ctorgante tiene efechvaments la repressniacitn que ostenta, que
esta es legitma y que esté facultado pam otorgar este poder

6 Ins antenores certficaciones de los puntos 3 4 ¥ 5 me consmn
porque he tenide a In vista los documantos autéaticos.

Nowmno Piblico

NOTA A contimmeién do lo amencr ¢ Cdnsul de Colombis debe
suteptycar Is firma del Notario Piblce,

CERTIFICADO NOTARIAL (Cunpdo ¢ molidtante e
INDIVIDUO)

Alos dina del mes de de
el Notano que suscribe DA FE de qua

(nombre de la persona que fima ol poder)

muyor de edad y domiciliado en

firmé on Ju presoncia
¢l documenin que anigcede, conoce al olorgente ¥ quo este asuk
legnimente capacitado para el otorgamiento,

s pakes ¢f Selior Ciasal de Colombla 0 anie
e capedir qoa certificaciéo dejando constancls

bgal d¢ ba socieded 1) de que esta gjeren actual-

ol ¥ 3) de que la peTSoas @ pErsOnas qEE GIOIgAR

adas para hacerio, dejsndo

que tavo a | vista s prucbes que acredi-

NOTARIAL CERTIFICATE

A

(Power of atorney granted In: Bl Salvador Mexico, U.S A and Venazuein)

e AFE duyof Jamuaryof 2007
the underugned Notary CERTIFISS that

(name of the person who signa the power of attarmnoy)

of lagal age and domuciied 1n 3 Pebble Hollow Coart
The Weadlands, Texas, 77381 set his hand on the  foregong document

2 The gearmior 1 to lum personally kmown snd that he/she has lagal capacity 1o
oxocute the document.

3 Tho grantor has exmcuisd the foregoing document in his capacity of
Preabisnt asd Chisf Excentive Officer

of the juridical parson Repros Thernpeuticalne.

4 The mentioned jundiesl porson with placa of busmess 1n 2408
Timberioch Drive, B-7 The Woodlands, Texas 77300 in duly organized

has sl legal exuterce =nd that tbe purposes for which the power of
attorney s grntad o within the scope of e corpomte purposas.

S Tho prantor bas in fact the referred quality and thal hsher
represeatation Is legal and that hofshe s empowemd to grani thns power
of stiomay

TARAF STEWART

MV P NS S e

3 4and 5 on the authontic documents

NOTA Then the Colominan Cansul must Jegaiize the mgnature of the Notary
Pubhe.

NOTARIAL CERTIFICATE ( Whea the
INDIVIDUALS)

npplicant b mn

On thus duyof
the undecsigned Notary CERTIFIES that

{name of the person who signs the Power of Atomay)
of legal nge and doouciied at

ngoed In hus presence the foregoing
document, the grnter 18 10 htn personatly known and that he/she has legal
capacaty o execute the document.

Notary Publlc
NOTA Thea the Colombian Consul must legalize the xignature of the Notary
Publle

For sll other canniriss the Colombian Consnl or before whe It b grasted
must e n certification stating 1) the legal auistence of the corperation
3) thet the corporaie purposes are artually being sccomplisbied 3) that
the parssn or persons who grast ths Power of Atterney are empowered
to do it Tha Coasul will certify also thet the decaments evidencing thase
clroumsianess wevs exhibited to him.

LEGALIZATION BY THE COLOMBIAN CONSUL OR BY
APOSTILLE.



TRADUCCION OFICIAL NO. 122/2007 - \0\
EL TEXTO QUE SIBUE ES TRADUCCION FEL Y COMPLETA DE UN DOCUMENTO ESBCRITD EN INGLES

LLEVA SELLO Y FIRMA DE HELENA URIBE DE LEMOINE, TRADUCTORA E INTERPRETE OFICIAL, SEOUN
RESOLUCION No. 3818 EXPEDIDA POR EL MINISTERIO DE JUSTICIA EL 6 DE SEPTIEMBRE DE 1972

CLARKE, MODET & CO COLOMBIA
CESION
El abajo firmante (en adelante EL CEDENTE)
RONALD WIEHLE
En su caricter de Inventor/disefador de
Trans-clomifeno para el tratamiento de hipertrofia prostética benigna,
céncer de prostata, hipogonadismo, triglicéridos elevados y colesterol

alto
Domiclilados en
13903 Viewfield Court Houston, Texas 77059
Por el presente documento declara que cede todos y cada uno de los derechos que le
comrespondan o puedan corresponderie sobre la sigulente Invencién modelo de
utiikiad o diseflo industnal

Calombia Patent Application No 07003351
A REPROS THERAPEUTICS, INC
con domicllio en 2408 Timberloch Drive B-7 The Woodlands, Texas 77380
En prueba de la mutua aceptacién de esta ceslén ambas partes, CEDENTE vy
CESIONARIO firman el presente documento
Dado y firmado este dia 31 de Enero de 2007
El CEDENTE
FIRMADO RONALD WIEHLE INVENTOR
SIONARIO
FPEADO JOSEPH 8 PODOLSKI PRESIDENTE,
DEJONARIO EJECUTIVO

DIA 31 DE ENERO DE 2007 ANTE M! PERSONALMENTE COMPARECIO
LD WIEHLE, A QUIEN CONOZCO PERSONALMENTE O QUIEN COMPROBO
M! CON BASE EN EVIDENCIA SATISFACTORIA SER LA PERSONA
ABRADA Y QUE SUSCRIBIO EL ANTERIOR INSTRUMENTO Y RECONOCIO

# ME QUE SUSCRIBIO EL MISMO POR SU PROPIA VOLUNTAD PARA LOS

SEPT 8 1972
MINISTERIO
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ESTAD DE TEXAS
SECRETARIO DE ESTADO

APOSTILLA

(CONVENCION DE LA HAYA DEL 5 DE OCTUBRE DE 19861)
1 PAIS ESTADOS UNIDOS DE AMERICA
EL PRESENTE DOCUMENTO PUBLICO

2 HA SIDO FIRMADO POR TARAF STEWART

3 ACTUANDO EN SU CAPACIDAD DE NOTARIO PUBLICO, ESTADO DE
TEXAS

4 LLEVA EL SELLO DE TARA F STEWART, NOTARIO PUBLICO
ESTADO DE TEXAS, CON COMISION HASTA EL 26 DE FEBRERO,
2009

CERTIFICADO

EN AUSTIN, TEXAS 6 El 8 DE FEBRERO, 2006
POR EL SECRETARIO DE ESTADO, ESTADO DE TEXAS

NUMERO N-571636

SELLO HAY SELLO DEL ESTADO DE TEXAS
10 POR ROGER WILLIAMS SECRETARIO DE ESTADO

© o ~N»;

LA TRADUCTORA OFICIAL
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The State of Texas

Secretury of State
APOSTILLE
(Convention de La Haye du 5 Octobre 1961)

1 Country United States of America

This public document

2 has been signed by TARA F STEWART

3  acting in the capacity of Notary Public, State of Texas

4 and bears the seal/stamp of TARA F STEWART, Notary Public, State of

Texas, Commission Expires 02-26-09

CERTIFIED
5 _atAustn, Texas 6. on February 8, 2007
he Secretary of State of Texas
ficate No, N-571636
10. Signature

Roger Williams
Secretary of State
ST/mb



Clarke, Modet & C°

CO1 ONIBEA

E-MAIL nfo@cl

SANTAFE DE BOGOTA A A. 92397 COLOMBIA

CESION

El (la) abajo firmante (En adelante EL The

CEDENTE)

en su caracter de inventor /disefiador

con domicilio en

por el presente documento declara que
cede todos y cada uno de los derechoe que
le corresponden o puedan corresponderle
sobre la siguiente mvencion , modelo de
utihidad, disefio industnal

con domicilio en

En prueba de la mutua aceptacidn de esta
partes CEDENTE vy
el presente

De

El Cesionario/The Assignee

Este documento debe ser otorgado ante Notarlo
pibiico y legalizado por ¢l Cénsul de Colombla)
© por Aposiila

arkemadet.cam.co
ASBIGNMENT
undermgned (Heremnafter THE
ASSIGNOR)
Ronald Wiehle

Inventor /demgnor of

Trans-Clomiphene For The Treatment of
Benign Prostate Hypertraphy, Prostate
Cancer, Hypogonadesm, Elevated Triglycerides
and High Cholesterol

domiciled at

13503 Viewfleld Court

Houston, Texas 77059

do hereby declares that 1t asmgns all and
each of his nghts and privileges on the
follommng mventon, imndustrial design,
uthty model

Colombia Patent Application No. 07003351
to

REPROS THERAPEUTICS INC

with dermicile 1n

2408 Timberioch Drive, B-7
The Woodlands, Texas 77380

As a proof of the mutual acceptance of
this assignment, both parties ASSIGNOR

and ASSIGNEE s gn the present
document
Granted and signed at

on this _3[ day of January of 2007

fonll Tu)lr

El Cedente /The Asmgnor

(This document musi be sighed before Notary Public
and lsgalzed bafore the colombian Consul) or by
Aposiiiis
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State of
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On this .} \‘tdly of_Januery, 2007, before me personally appeared RONALD WIEHLE,
personally known to me (or proved to me on the basis of satisfactory evidence) to be the person named
in and who executed the foregoing mstrument and thereupon ecknowledged to me that they executed
the same of their own free will for the purposes set forth, and for a valuable consideration

Ni Public

)
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DM_US 20204806_1
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TRADUCCION OFICIAL NO. 122/2007 -

EL TEXTO QUE SIGUE E§ TRADUCCION FHEL Y COMPLETA DE UN DOCUMENTQ ESCRITO EN INGLES,
LLEVA 3ELLO Y FIRNA DE HELENA URIBE DE LEMOINE, TRADUCTORA E INTERPRETE OFICIAL, SEGUN
RESOLUCION No. 2018 EXPEDIDA POR EL MINISTERIO DE JUBTICIA EL d DE SEPTIEMBRE DE 1072

CLARKE, MODET & CO COLOMBIA
CESION
El abejo fimante (en adelante EL CEDENTE),
JOBEPH 8§ PODOLSKI
En su carécter de Inventor/disefiador de
Trans-Clomifeno para el Tratamlento de Hipertrofia Prostitica Benigna,
Céncer de Prostata, Hipogonadismo, Trigiicéridos Elevados y Colesterol

Alto
Domiciliados en
3 Pebble Hollow Court The Woodlands, Texas, 77381
Por el presante documento declara que cede todos y cade uno de los derechos que le
correspondan o puedan corresponderie sobre la sigulente Invencién, modelo de
utiidad o disefio industrial,

Solicitud de Patente en Colombla No. 07003351
A REPROS THERAPEUTICS, INC
con domicilio en 2408 Timberioch Drive, B-7 The Woodlands Texas 77380
En prueba de la mutua aceptacién de esta cesién ambas partes, CEDENTE y
CESIONARIO firman el presente documento
Dado y firmado este dia 27 de Enero de 2007
El CEDENTE
FIRMADO JOSEPH S PODOLSKI, INVENTOR
EL CESIONARIO
RMADO JOSEPH 8 PODOLSKI, PRESIDENTE,

IONARIO EJECUTIVO

tuy)
By

2

DIA 27 DE ENERQC DE 2007 ANTE MI PERSONALMENTE COMPARECIO
PH S8 PODOLSKI, A QUIEN CONOZCO PERSONALMENTE O QUIEN
ROBO ANTE MI CON BASE EN EVIDENCIA SATISFACTORIA SER LA
PERSONA NOMBRADA Y QUE SUSCRIBIO EL ANTERIOR INSTRUMENTO, Y
AEQONOCIO ANTE ME QUE SUSCRIBIO EL MISMO POR SU PROPIA VOLUNTAD
MpARA LOS FINES ESTIPULADOS Y POR UNA CONSIDERACION DE VALOR

‘BIRMADO TARA F STEWART, CON COMISION HASTA EL 26 DE FEBRERO DE
;2008 HAY SELLO DEL NOTARIO

L0
INSE T

!

i

SEPT 6 1972
MINISTERIO
JUSTICIA
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TRADUCCION OFICIAL NO. 122/2007 - m

ESTADO DE TEXAS
SECRETARIO DE ESTADO

APOSTILLA

(CONVENCION DE LA HAYA DEL 5 DE OCTUBRE DE 1961)
1 PAIS ESTADOS UNIDOS DE AMERICA
EL PRESENTE DOCUMENTO PUBLICO
2 HA SIDO FIRMADO POR TARA F STEWART

3 ACTUANDO EN SU CAPACIDAD DE NOTARIO PUBLICO, ESTADO DE
TEXAS

4 LLEVA EL SELLO DE TARA F STEWART, NOTARIO PUBLICO,
ESTADO DE TEXAS, CON COMISION HASTA EL 26 DE FEBRERQ
2009
CERTIFICADO
5 EN AUSTIN, TEXAS 6 El 8 DE FEBRERO, 2006
POR EL SECRETARIO DE ESTADO, ESTADO DE TEXAS
NUMERO N-571635
10  SELLO HAY SELLO DEL ESTADO DE TEXAS
10 POR ROGER WILLIAMS, SECRETARIO DE ESTADRO

LA TRADUCTORA OFICIAL
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@The State of Texas

Secvetary of State
APOSTILLE
(Convention de La Haye du 5 Octobre 1961)

1 Country United States of America

This pubhe¢ document

2 has been signed by TARA F STEWART

3  actng in the capacity of Notary Public, State of Texas

4  and bears the seal/stamp of TARA F STEWART, Notary Public, State of

Texas, Commission Expires 02-26-09

CERTIFIED

5 at Austin, Texas 6. on February 8, 2007
7 by the Secretary of State of Texas

icate No N-571635

10. Signatare




Clarke, Modet & C°

COIENIRE -

E-MAIL info@;clarkemodet.com co

4y

SANTAFE DE BOGOTA, A A 92397 COLOMBIA

CEBION

El (la) abajo firmante (En adelante EL
CEDENTE)

en su carmicter de mventor /disefiador

con domicilio en

por el presente documento declara que
cede todos y cada uno de los derechos que
le corresponden o puedan corresponderle
sobre la siguiente invencion , modelo de
utihdad, disefio industnal

con domicilio en

En prueba de la mutua aceptacién de esta

ABBIGNMENT
The undersigned (Heremafter THE
ASSIGNOR)
Joseph S. Podolski

Inventor /designor of

Trans-Clomiphene For The Treatment of
Benign Prosiate Hypertrophy, Prostate
Cancer, Hypogonadism, Elevated Triglvcerides
and High Cholesterol

domciled at

3 Pebble Hollow Court

The Woodlands, Texas, 77381

do hereby declares that 1t assigns all and
each of his nghts and prnivileges on the
folloming invention, industnal design,
utiity model

Colomblia Patent Application No. 07003351

to

REPROS THERAPEUTICS INC

with dormeile 1n

2408 Timberloch Drive, B-7

The Woodlands, Texas 77380

As a proof of the mutual acceptance of

cesibn ambas partes CEDENTE y this assgnment, both parties ASSIGNOR
CESIONARIO firman el presente agnd ASSIGNEE ®mgn the present
documento document
Dado y firmado en Granted sgned at
A los Dias de De this Jll“'!"y of 2007
eé"
/i
Bl /The Assignor
OdohkNr
ElCesio e Assignee
Joséph S/ Podolski, President/Chief Executive

do ante Notaro
$nsvl de Colombla)

Officer, Repros Therapentics Inc.

(This document must be signed befare Notary Public
and legalized before the colomblan Comsul) or by

Aposiifie
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On this Eﬂ' day of_Jaguery, 2007, before me personally appeared JOSEPH S. PODOLSK],
personaily known to me (or proved to me on the basis of satisfactory evidence) to be the person named
m and who executed the foregomg instrument snd thereupon acknowledged to me that they executed
the same of therr own free will for the purposes set forth, and for a valuable consuderation

wj[éw

YA s F STEWART
MY COMMISSION EXPIRED
FEBRUARY 20,2000 |
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From the INTERNATIONAL BUREAU

PCT g
NOTIFICATION CONCERNING SCOTT
TRANSMITTAL OF COPY OF INTERNATIONAL HaamyLip Y &
PRELIMINARY REPORT ON PATENTABILITY 2841 Falrview Park Drive
{CHAFTER 1 OF THE PATENT COOPERATION Bax No 7
TREATY) Falls Church, VA 22042
(PCT Rule 44bx. 1(c)) ETATS-UNIS D'AMERIQUE
Date of mailing {dayinonthyear)
25 January 2007 (25 01 2007)
Applicant's or agent’s flle reforepce
07188 0003 00PCO1 IMPORTANT NOTICE
Iniomauonal appheavon No Intommational fihng date {dewinanthvyear) Priordy dete (day/mondh/year)
PCTAS2005025000 14 July 2005 (14 07 2005) 14 July 2004 (14 07.2004)
Apphcant

REPROS THERAPEUTICS INC et al

Tresty)

The lotermatonal Bureau trantiis herewlth a copy of the memaiyonal pralmunary repart op pateniability (Chapter I of the Patent Cooperauon

RECFIVED
poree T ST

F oo "\I"!j-

The lmernational Burean of WIPO
M, chamin dos Colombetica
1211 Genova 20, Senireriand

Facumue No. +41 22 338 82 70

Authoriaed officer
Beate Giffo-Schmitt

c-masl prO3@ wipn.ant

Crwmn OTARNT {1 aruiary ()

A A w—



: PATENT COOPERATION TREATY

PCT

INTERNATHIONAL PRELIMINARY REPORT ON PATENTABILITY
{Chapter [ of the Patent Cooperation Treaty)

W

(PCT Rule 445is)
Applcant 5 or agen s fila reference FOR FURTHER ACTION See jicm 4 below
07180.0003.00PCO1
Iniemational applicabon No. Internationa) fihng date (dawheonthyear} Prionty duts (dawmontivvasr)
PCTAUS2005025000 14 July 2005 (14.07 2005) 14 July 2004 {14.07.2004)

iniernabonal Pateal Clasnfication (8th edition opless older editton indiemed)
See relevant Information In Form PCTABA237

Applan
REPROS THERAPEUTICS INC

| This inlemational preltminary report an patentahihty (lemi issued by the International Burean on behall of the
Imemational Sexrclung Authority ander Ruole 44 bir 1(u

(&)

This REPORT conaists of a total of 8 sheets, Including this covar sheet.

In the ariachod sheats, any refasence 1o the written opinion of the International Searchmy Antharity shotid be resd as & reference
10 the Imemational pralimmary report on petentabafity (Chapter I) insiead

3 This report cotuins Indicatrona relating to the following yems. '

B Boxro 1 Besks of the report

DX Bozro 1 Priarlty

Box No MM Non-establishment of opinion with regard (s novcliy iaventive stop and mdustral
appheability

(] soano v Lack of umty of mventon

- e S o

(1 soxne wi Certatn documenis culad

[] sxtevn Certain defects In the intemationa] application

D Box No VII1 Cartain ohsarvations on the inemational application

4, The Lmemational Baresn will commnnicsta thos report 1o dangnated Offices In sccondanes with Rules 44545.3(c) and 9385 1 bt

not, excepl where the applicant makes an vxpress reqoest under Asticle 23(2), bafore the expimiion of 30 moaths from the priority
dats (Rule 44bir 1)

Dute of issnce of this mport
18 January 2007 (16.01.2007)
The Intemationa) Bureau of WIPO Auhorized officer
M chemin des Colombettos
1211 Geneva 30, Switzeriand Beate Gliffo-Schmitt
Farsimlle No +41 T2 3388270 emsil pOIGWIpD.int

Form PCTARMAT3 (Juneary 2004)



: PATENT C OPERATION TREATT;D 2200
V 2005

INTEANATIONAL SEARGHING AUTHORITY WiPo PCT \\

z PCT

WRITTEN OPINION OF THE
see form PCTASAR20 INTERNATIONAL SEARCHING AUTHORITY

p@é//‘] ' (PCT Rule 43bis 1)

DOutw of malling
fonpinontvimy) new form PCTAGAZIO (second shest)

Applicarta o ageris fla rederunce : FOR FURTHER ACTION

gea form PCTASAR20 See peragraph 2 balow

Intemaiional spplicion Na. * intermationsl fiing dule (dayinoniijedr) Prioriy date fceinonthiesr)
PCTAJS2005025000 14,07 2005 14,07 2004

Intemationsl Patent Clasalfication (IPC) or both rional alassBication and IPC
AB1K31/138, AB1P308, AS1P1508, AS1P3500

Appiicant
ZONAGEN, INC

1 Thia opmon containe indications relating to the fallowing lems

i BoxNo.|!  Basisof the opinion
B BoxNo.ll  Priority

B BoxNo It Non-establishment of opinion with regard to novelty inventive siep and indusirial spplicablity
D BoxNo.V  Luck of unly of vention

& BoxNo.V  Ressoned stalsment under Ruls 43bis.1{x)(7) with regard o novally, iInventive siap or industrial
memm such sixterment

O BoxNo.VI  Certain documenta clied
D BoxNo VIl  Certain defects in the Intamational appiication
O BoxNo Vil Cerinin cbsarvetions on the international appication

Iladamumlhrlnhrrllﬂnmlprelh ulmlnllhlhmldn this mmld!l'ldbb.a
written oplwon of the International IPEA') nll q:;lyuhon

the appiicant chooses an A\lmuyoﬂ-rlhlnﬁhuuhhhl EA snd the chosan P

intamationa! Bureau under Rule 8 1bis(b) that written opinions of this Inhn-lhnllmAuﬂmily

wil not be 30 consldered

1 this apinion Is, 8s provided sbove, wnsunrdbhnmlbnophbndhlPEA. Is invited to

submit io the IPEA a written reply together where appropiiste, with asmencments, before the sxpiration of three

mmwmdm PGTISAMHWMWdﬂmMMhp&MM

whichever exp

For further options, sse Form PCTABAZZ0
3  Forfurther detalls, see notes to Form PCTASARZD

Name and maling sddcens of e IGA. Authoriced Offiosr

r—,
e M - Alrecht, 8 (j}
LT gy o Telephons No. +40 08 2396-7804 N

ol

Form [PCTASAZ3T) iCover Shest) (January 2004) -



WRITTEN OPINION OF THE international application No \\\ g %

INTERNATIONAL SEARCHING AUTHORITY PCTAS2005025000

Box No | Basle of the opinion

1 With regard o the language, this opinion has besn establishad on the basis of the intemational application In
the language in which i was flled, uniess otharwise indicated under tiils tem

O This opiruon has been astablished on the basis of a trenelation from the original language into the fokowing
language , whioh is the la of a transiation fumishad for the purposes of miemational search
(under Rules 12.3 and 23.1(b))

2 Wih regard to any nuclectide andbr aming acld sequencs disciosed in the intemational application and
necessary to the clammed invention, this opinion has been estabiished on the basis of

A type of material

’

O asequence listing

0O table(s) related to the sequence heting
b format of material

O m written format

O in computer reaciable form -
¢ time of flingfumishing "

O contained in the imemational appiication as fed

O filed together with the international application in computer readabla form
O fumished subsaquently 1o this Authortty for the purposes of search

3 O In addition, in the case that more than ona version or of a sequence ligting andbr table relating thoreto
huumfldwhmmmmmmmmnhhmmaﬂm

is identical to that in the flad or does not the
copias fical to that In application as or g0 beyond the applioation as tled, a8

4 Addiional commants.

Box No I Priority

1 B The validity of the priority claim has not been considered because the intemational Searching Authority
doas not have in ke possession & copy, of the earlier appiicahon whoae priorily has been olahnad or where
required & translation of that eartier This apinion has neverihsleas been esteblished on the
assumption thet the relevant dale (Rules 43bis.1 and 64 1) Is the claimed priority date

2 O This opinion has been established as ¥ na priority had been claimed due to the fact thet the priority ciaim
has been found Invalid (Fules 43bis.1 and 84.1) Thus for the purposes of this opinion, the intemational
fimg date ndicated above is considered 1o be the relevant date

3 Additional cbearvations, if necessary

Form PCTASA/ 23T (Janusry 2004)

. -— -



INTERNATIONAL SEARCHING AUTHORSITY PCTAUS2005025000

WRITTEN OPINION OF THE Intamational application No. ‘ é‘

Box No 0l Non-establishment of opinion with ragard to novelly, Inventive step and indusgirial
applicabliny

The nuestions whether the claimed Invention appsars 1 be novel, ip involve an inventive siBp {to be non
obvious) or to be indusirially appiicable have not been examinad in respact of

O the entre intemational application

claima Nos 1-18

-

because d

a

tha sald imemational application, or the saki claima Nos 1 18 (industrial applicabi relata to the
bh:ﬂmmhhumuMwhnhmgnm?wnmhmukmNnmEMn(Mr

see separsis shost !

the description, olaims or drawinge (Indicaie partioular aloments beiow) or saki olalme Nos. 1-18 (1-8, 8-18
in part) lnnunebroi;mnomhghlombnmuumm fq):;w' e

800 soparnte shoot

the cla said claima Nos. 16 i the that
ophhnh:'ugho ma mmmumw deacription no meaningful

no international saarch report haa besy) established for the whole application or for sald clalma Noe

the nucleotide andbr amino acki sequence listing does not comply with the standard provided for in Annex
C of the Administrative Instructions In that

the writen form D  has not been fumished

O does not comply with the standard
the computer readableform [ has not besn fumished

O .does not comply with the standard

the tabies relatad 1o tha nuocieotide andbr amino aold saquencs I in computar readable formt only, do
not comply with the technical requirements providad for In Annax ot the Admmeirative Instructions

Seo saparate shast for further detalls

Form PCTISA Y] Lisnumv 3004)



WRITTEN OPINION OF THE intemational applioation No
INTERNATIONAL SEARCHING AUTHORITY PCTAJS2005025000

Box No V Reasoned statement under Rule 83bis.1 with rd 40 novelty, inventive
incusirial applicablilty, chintions end expianstions -mg!:gm e or

1 Statement !
Novelty (N) Yes Claims 10
No Claims 1-6.8,9,11-15,17,18
inventive step (IS) Yes Clama
No Claims 1-68-15,17,18
incustrial applicablty (1A) Yas Claims
No Claims -

2 Cliations and exphanations
00 separste sheet

Form PCTISA/ 23T (Janumry 2004}
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WRITTEN OPINION OF THE

International application No \“
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2005/025000

Beltem il

Non-establishment of opinion with regard 1o novelty, Inventive step and Industrial
appliicabliity

111 Claims 1-18 relate to subject-matter conslderad by this Authority to be covered by the
provisions of Rule 87 1(lv) PCT Consequently, no opinion will be formulated with respect 1o
the ndustrial appiicabliity of the subject-matter of these claims (Article 34(4){a)(l} PCT)

It 2 The term "analog" in claims 1-3 18 consxdered not to meet the requirements of Art.8 PCT,
because it lacks clear, expliclt boundaries and the scope of it needs interpretation In
parhicular, it could mean salts, or chemically simllar derivatives, but could also Include all
compounds having the same mods of action, independently from the chemical structure As
a result of this, the skilled person Is unable to establish the scope of these clalms, which
therefore have to be considered as unclear Mutatis mutandls dependent claims 4-18

Accordingiy, the term "analog" will not be taken into account for the assessment of novelly and
inventive step of claims 1-18

Il 3. Claim 7 doas not meet the requirements' of Article 6 PCT In that the metter for which
protection Is sought 18 not clearly defined The clalm attempts to define the subject-matter in
terms of the resuit to be achieved ("[ ] to give rise to peak serum testosterone levels at
around 8 am") Such a definition 18 only aliowable undsr the condibons elaborated in the PCT
Preliminary exammnation Guidelines, chapter 5.35 In this instance, however, such a
formulation 158 not acceptable because the result cannot be acmeved without undue in vivo
experimentation The same objection applies to dependent clalm 11

Accordingly, novelty and invenbve step Issues cannot be discussed for clam 7, whereas the
examineabon of claim 11 will be imited to the treatment of hypogonadism in patients sufering
from a symptom selectad from the group conslsting of reduction of muscie mass, limitation

of body performance capacity, reduction of bone density, reduction of libldo, reduction of
potency

i 4 Claim 186 s drafted as a dependent clalm of claim 12, the latter being dependient of claim
4 However, the claimed uses indicated in:claim 4 only apply to male patients (with respect to
hypogonadism see p.3, paragraph 11 of the descriphon) Claim 16 Is therefore not supported

Form PCTASA/Z37 (Separzie Sheet) (Eheet 1) {EPO-Junuary 2004)



-. WRITTEN OPINION OF THE \\ql ﬁ |

International spplication No
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCTAUS2005/025000

by the descriphon as required by Article 6 PCT, and can not be further examined

BellemV

Reasoned statement under Rule 88.2(a)(l) with regard to novelly, inventive step or
Industrial applicabliity; citations and explanations supporting such statement

[ 4
The fallowing documents (D1-D8) are referred to In this report, the numbering results from the
order of citations found in the Search Report {SR) and will be adhered to In the rest of the
procedure The clted passage(s) for each citation wiil be considered uniess otherwise
specified

V1 Novelty

V11 Claims 1-8, 8, 9, 11-15,17, 18 do not appear to be novel In the senaa of Article 33 (2)
PCT, the reasons being as follows

a) D3 discloses the use of a composaition comprising trans-clomiphene for the treatmant of
male hypogonadism The compasiton may be for oral use, it may provide sustained-release
of the active agent and t may further contain up to 20% of cls-clomphene The serum
cholesterol lowering effeet of tmns-glomlphena 18 also mentionad in D3

Thus, D3 anticipates the subject-matter of clalms 1-8, 11-15, 17, 18

b) D4 describes the use of an anhestrogen (clomiphene clirate) for the treatment of benign
prostate hypertrophy The composition may | a. be administered orally or transdermally
Hence, D4 takes away the novelty of clalms 1, 4-8, 8, 12, 13, 15, 17, 18

c) D6 mentions the use of clomighene In a clinical trial Involving patients suffering from
prostate cancer and prostate hypertrophy, and 1s therefore prejudicial to the novelty of clalms
1,4,8,9,12, 13,15

V 12 Claim 10 appears to be novel over the avallable prior art.

1
+

Form PCTASA/ZSY (Sepenie Shoet) (Shest 2) (EPO-Janunry 2004)
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INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/AUS2005/025000

V 2 Inventive step
V21 Clams 1-8, 8,9, 11-15,17, 18

Being not new, the subject-matter of present claims 1-8, 8, 9, 11-15, 17, 18 cannot be
congldered as invantive elther

s

va22 Clam10

Dependent claim 10 does not contan any addiional feature{s) which, In combination with the
features of any clayim to winuch it refers, meet(s) the requirements of the PCT with respect to
nventive step The further featura(s) disclosed therein represent selectons from the usual
range of poseibiites (see D5) for which no unaxpected effect can be saen

V.3 Industrial Applicabliity

For the assessment of the present clalms 1-18 an the question whether they are industrially
appiicabie, no unified criteria exist in the PCT Contracling States The patentabifity can also
be dependent upon the formulabion of the claims The EPO, for example, does not recognzze
as industrially applicable the subject-matter of claims to the use of a compound in medicel
treatment, but may allow, however, clams to a known compound for first use 1n medical

treatment and the use of such a compound for the manufacture of a medicament for a new
medical treatment

L]

Fonn PCTASA/ZS7 {Separio Shewt) (Sheet 3) (EPO~lanuary 2004)



