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REF: Expediente No. 08 039648— Solicitud de Patente Entrada en Fase Nacional
Corresp. a la Solicitud Internacional PCT/US2006/037714

a favor de CYPRESS BIOSCIENCE, INC.

Titulada: MILNACIPRAN PARA EL TRATAMIENTO A LARGO PLAZO DEL
SINDROME DE FIBROMIALGIA

“ “'”‘q’;

v hittd

Al dey

JUAN PABLO CADENA SARMIENTO, vecino de Bogota, portador de la tarjeta
profesional No. 57492, cbrando como apoderado de la sociedad CYPRESS
BIOSCIENCE, INC., segun lo acredita el documento de poder anexo al presente
escrito, para dar cumplimiento al requerimiento notificado por fijacién en lista el 20
de junio de 2008, de acuerdo con los Articulos 38 y 39 de la Decisién 486 de la
Comisién de la Comunidad Andina, Articulo 27 del Tratado de Cooperacién en
Materia de Patentes (PCT), regla 51 bis del Reglamento y Circular Unica de la SIC,
me permito allegar:

1, Documento donde consta la cesion del derecho a la Patente otorgado por los
inventores al solicitante, debidamente apostillado, junto con su correspondiente
traduccién al castellano.

2. Fotocopia autenticada del documento de poder conferido por el solicitante,
incluyendo el Certificado que acredita la Existencia y Representacion Legal de
CYPRESS BIOSCIENCE, INC, debidamente apostillado y traducide al
castellano.

3. Copia Reporte Preliminar Internacional sobre la Patentabilidad; Reportes de
Busqueda Internacional y de la Opinién Escrita efectuada por la Oficina
Internacional (Formas PCT/IB/326, PCT/IB/373 y PCT/ISA/237).

4. Extracto para publicacién y Tarjeta de Archivo Tematico.

De la seriora Jefe atentamente, /

JUAN PABLO CADENA SARMIENTO
C.C. No. 80.410.337 de Usaquén
Cra. 7 No.71-21, Torre B, Pisq 4

Bogot4, 12 de agosto de 2008

MEVICAG/aac
BRIGARD & CASTRO ABOGADOS 5.A. - NIT. £80.047.372-8
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PATENTE DE INVENCION _X PCT X MODELO DE UTILIDAD DISENO INDUSTRIAL ___

{21) N* de solicitud: 08 (38548 (22) Fecha de solicitud: 18-04-2008
{51) Clasificacifn Internacional;

{71)Soficilante(s). CYPRESS BIOSCIENCE, INC.

{72} Inventor(es):  Srinivas G. RAO, Michael GENDREAU, Jay 0. KRANZLER

i74) Agente: JUAN PABLO CADENA SARMIENTO FIGURA CARACTERISTICA

{30} Prioridad {31} Mo. Priciidad ~ (32) Fecha  {33) Pals 6x6cm
60/721,722 28-08-2005 Us

{85) Fecha inicio fase nacional: 28-04-2008 {87} Publicacion internacional; .

{86) Datos relativos a la presanlacién de 1a solic, PCT Fecha: ©5-04-2007
Fecha de preseptacion de la solictud: 27-09-2006 | No. Publicacion: WO 2007/038620 A2
No. de solicilug: PCTAISZ006/0377 14 .

{54) Titwlo: MILNACIPRAN PARA EL TRATAMIENTOC A LARGO PLAZO DEL SINDROME DE FIBROMIALGIA

(57) Reivindicacion{es):

1. Un méiode para prever ef tratamiento a largo plazo de! sindiome de fibromialgia en un paciente que lo requiere por medio de la
adininislracion de un inhibidor de absorcion dual (DRI} al pacienie por lo mienos por ires meses.

8, El méiade de tratamiento de la fibromizigia y sus sinlomas ea pacienles sufriendo de fibiomialgia, e cual comprende: a.
administrando aproximadamente 200 mg/dia de milnaciprina al paciente paia el tratamientu de dolor agudo; b. disminuyendo la
dosificacidn de milnacipring aproximadamente a 100 mg/dia cvando el dolor agude ha sido lratado; y ¢. administrando
aproximadamente 100 mg/dia al paciente por lo menos por tres meses para ef ratamiento 4 Targo plazo de la fibromizlgis y sus
sintomas.

CONTINUA AL RESPALDO ...




SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

Industria y Comercio EXTRACTO PARA PUBLICACION
SUPERINTENDENCGIA SOLICITUD DE PATENTE DE INVENCION PCT

[21) N° de solicitud: 08 039548 (51) L L.

22) Fecha de solicitud; 18-04-2008 (71)Sollcitante(s) CYPRESS BIOSCIENCE, INC.

(30) Prioridad  {31) No. Prioridad  (32) ' Facha (33) Pais | (72)Inventor(es): Srinivas G. RAC, Michael GENDREAU Jay.
60/721,722 28-09-2005 US | D. KRANZLER

(74) Agente: JUAN PABLO CADENA SARMIENTO

(85)  Fecha inicio fase nacional: 28-04-2008 (87)  Publicacion infernacional

(86)  Datos relativos a la presentacidn de la solicitud PCT Fecha: 05-04-2007
Fecha de presentacion de la solicitud: ~ 27-09-2006 N° publicacion: WO 2007/038620 A2
No. de solicitud: PCTAJS2006/37714

(54) Tilo: ) NACIPRAN PARA EL TRATAMIENTO A LARGO PLAZO DEL SINDROME DE FIBROMIALGIA

(57) Reivindicacion{es)

1. Un método para prever el tratamiento a largo plazo del sindrome de fibromialgia en un paciente que lo
requiere por medio de la administracién de un inhibidor de absorcién dual (DRI) al paciente por lo menos por
tres meses.

2. El método de tratamiento de la fibromialgia y sus sintomas en pacientes sufriendo de fibromialgia, el cual
comprende: a. administrando aproximadamente 200 mg/dia de mitnaciprina al paciente para el tratamiento de
dotor agudo; b. disminuyendo la dosificacién de milnaciprina aproximadamente a 100 mg/dia cuando el dolor
agudo ha sido tratade; y ¢. administrando aproximadamente 100 mg/dia al patiente por lo menos por tres
meses para el tratamiento a largo plazo de |2 fibromialgia y sus sintomas.
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PATENT COOPERATION TREATY PCT/US2006/037714

st

PCT

NOTTFICATION CONCERNING

. ) LUDWIG, S., Peter
TRANSMITTA L OF COPY O INTERNATIONAL

Darby & Darby P.C.

PRELIMPIARY REPORT ON PATENTARILITY P.0. Box 770
(CHAPTER 1 OF THE PATENT COOPERATION Church Street Station
TRIEATY) New York, NY 10008-0770
(PCT Rule 4bis. I (¢)) ETATS-UNIS DAMERIQUE

Date of mailing {dus/montldyear)

10 April 2008 (10.04.2008)

Applicant's or ogent’s file reference

2203444-w00 IMPORTANT NOTICE
Liternationisl application No. Internativnal (Hing dave (dax/nonilvear) Priotity date {dav/imonthivear}
PCTAUS2006/037714 27 September 2006 (27.09.2006) 28 September 2005 (26.09.2005) -
Applicant

CYPRESS BIOSCIENCE, INC._ et al

The International Burcow ransmits herewith o copy ol the internetional prelimminury report on patentability (Chapter [of the Patent Cooperation
Treaty)

The Internationut Bureau of WIPO Authorized officer
34, chemin des Colombettes Ellen MOYSG
1211 Gepeva 20, Switzerlond
Fucsimile No. +41 22338 8270 e-mail: po2.pel@wipo.int

Form PUTIB/3Z6 January 2084)
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PATENT COOPERATION TREATY
INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
{Chapter | of the Patent Cooperation Treaty)
(PCT Rule: 44hiy)
Applicant’s or ugent’s ik referency FOR FURTHER ACTION Sevitem 4 below
2203444-WO0
[intemational applivation Nu, Internationat tiling date fdus/inontivvear) Priority date (davinontlvear)

PCTAUS2006/037714 27 September 2006 (27.09.2006) 28 September 2005 (28.09.2005)

lnternational Patent Classilication (8th editson vnless older edition indicated)
See relevant information in Form PCT/iISA/237

Applicant
CYPRESS BIOSCIENCE, INC.

I.  ‘Fhis intemational preliminary report on patentability (Chapter 1) is issuced by the Inlerustional Buregu on behalf of the
Intemutional Searching Authaority under Rule &4 bis. 1{a).
2, This REPORT consists of a total ol 6 sheets. including this cover sheet.

In the auached sheets. any reterence o the writien opinion of the International Searching Awthority should be read as a reference
to the imerpotivnal prelimivary report on patentability (Chapter 1) instead.

3. This report contains indications relating (o the {ullowing itemns:

}2 Box Na. | Basis of the repont
Box No. 1l Privrity
Bux Nu. 111 Nun-establishment of opiniun with regard to novelly. inventive step and industrial
applicability
Bux Nu. IV Lawk of unity uf mvention
Bux No. V Reasoned statement under Article 332) with nregard to novelly, inventive step or industrial

applicability: citations und explanations supporting stich statement

OXU X 0

Box Nu. V1 Certain documents cited
Box No. VI Certain defects in the inernativoa) application
6 Box Nu. VIl Certuin ubservations on the international application

4. The emational Bureow will communivate this repon to designated Otfices in accordance with Rules Hbis. 3(c) and 93bis.| bt
nut, except where the applicant inakes an express request under Article 23(2). betore the expiration of 30 months from the priority
date (Rule 44bis 21,

Dote of issuunce of this repon
01 April 2008 (01.04.2008)

The International Burean of WIPO Authurized officer

14, chemin des Columbettes
1211 Geneva 20, Switzerlund Ellen MOYSG
Facsimile No. +41 22 338 82 70 e-mail: p2.per@wipo.int

Fform PCT/IB/373 (January 2(NH)



PATENT COOPERATION TREATY

From the
INTERNATIONAL SEARCHING AUTHORITY

To: 8, Peter Ludwig PCT
Darby & Darby PC
P.0. Box 5257
INTERNATIONAL SEARCHING AUTHORITY
(PCT Rule 83bis.1)
Date of mailing
anmonive) 23 AUG 2007
Applicant’s or agent's file reference FOR FURTHER ACTION
2203444-W00 Scc paragraph 2 below
Interaational application No. Intemational filing date (dayironrhyear) Priority date (day/morsh/yean)
PCTAS06/37714 27 September 2006 (27.09.2006) 28 September 2005 (28.09.2005)

Intemnational Petent Classification (FPC) or both national classification and IPC
IPC(8) - AG1K31/165 (2007.01)
USPC - 514/619

Arplicant o ress Biasclence, Inc.

1. This opinion contains indicgt:‘nas relating to the following items:

Box No. 1| Basis of the opinion

Box No. Il Priority

Box No. Il Non-establishment of opinion with regard to novelty, inventive step and industrial applicability
Box No. IV Lock of enity of invention

BoxNo. V. Reasoned statement under Rule 4344s. |(a)(i) with regard to novelty, inventive step or industrial applicability,
citations and explanations supporting such statemeat

Box No. V1 Certain documents cited
Box No. Vil Cenain defects in the international application

OXO XOOOX

Box No. VIII Cenain observations on the intemational epplication

2. FURTHERACTION

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the
International Preliminary Examining Authotity (“IPEA™) except that this does not apply where the applicant chooses an Authority
otker thanp this one to be the IPEA and the chosen IPEA has notified the Intemmational Buresu under Rule 66. 15is(b) that wnitien
opinions of this International Searching Authority will not be so considered.

If this opinion is, es provided above, considered to be a written opinion of the IPEA, the applican! is invited to submil to the IPEA
a witten reply together, where appropriate, with amendments, before the expiration of 3 months from the datc of mailing of Ferm
PCT/ISA/220 or before the expiration of 22 months fom the priority date, whichever expires later.

Far further options, see Form PCT/ASAR20.

3. For further details, see notes to Form PCTASA/220.

Name and mailing address of the ISA/US | Date of campletion of this opinion Authorized officer:

Mol Stop PCT, Aftrc ISAASS Loe W. Y
Commigsioner for Patants oung
P.0. Box 1450, Alsxandnia, Virginio 22313-1450 29 April 2007 (29.04.2007) PCT Hetpdass: 8712724300
Facsimile No. 571-213-3201 BCY OSP: 511.212-TTT4

Forra PCT/ISA/237 (cover sheet) (April 2005)



WRITTEN OPINION OF THE intemational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTIUS08ATT14

Boz No. | Basis of thls opinion

1. With regard to the langoage, this opinion has been estehlished on the basis of:
the international application in the language in which it was filed

[[] e usostation of the intemational application into , which is the language of a
translation fumished for the purposes of intemnational search (Rules 12.3(a) and 23.1(b)).

1. Wilh regard to eny oucleotide and/or amino aeid sequente disclosed in the intemationa) application and necessary 1o the
cleimed invention, this opinion has been established on the basis of;

a. type of waterinl
D a sequence listing
D 1ahle(s) related to the sequence listing

b, formal of maternial

(3 oo poper

] in etectronic fam

c. time of filing/furnishing
D contained in the international application as filcd
]  riled ogether with the international application in electronic form
D furnished subsequently to this Authority for the purposes of search

3. D In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating therelo has been
filed or furnished, the required statements that the information in the sebsequent o7 additiona) copies is identical to thet
in the pppiication as filed or does not go beyond the application as filed, as appropriate, were furnished.

4. Addnional comments:

Form PCTASAS23T (Box No. 1) {Apris 2005)




WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAJS06/3TT 14

Boz No.V  Reasoned stntement under Rule 4351s.1(a)(i) with regard to novelty, inventive step or industrizi spplicability;
citations end explanations supporting such statement

1. Ststemen
Nowelty (N) Claims 1-20 YES
Claims none NO
loveative step (15) Claims none YES
Claims 1-20 NO
industrial applicsbility (IA)  Claims  1-20 YES
Claims none NO

2. Citations and ¢xplanations:
Claims 1-20 tack an inventive step under PCT Artide 33(3) as being obvious over US 2004/0228830 A1 1o Hirsh et al. (heretnafier "Hirsh').

As par claim 1, 2, and 3, directed to @ method of providing iong-tarm trestmenl of fibromyalgia syndrome, Hirsh disclosos that miinacipran
which is a norepinephrine (NE) and sarolonin (5-HT) reuptaks inhibitor (NSRI) (para [0004]) could produce a therapeutic effect over
fibramyalgia syndrome patients (para [0017]) and that Patients received either mitnacipran 73-100 mg/day twice daily for & weeks (pera
[000TT). It would have been cbvious for 8 person having ordinary skills in the arl to administer milnacipran, an NSRI and a dual re-uptake
inhibitor (DRY), to provide e long-term reatment for fibromyalyia.

As par claim 4, directed to the method of claims 3, raspectivaly, it is abvious for reasons set forth for dalm 3, and further bacause Hirsh
discioses that patianis received eithar milnacipran 75-100 mg/day twice daily (para [0007]). Il would have been obvious for a person
having ardinary sidiis in the art to further specily thal the milnacipron is administered in @ dose between aboul 25 mg per day end about
400 mg par day.

As por clazms 5, 6, directod to the method of daim 4, respectivaly. they are obvious {or reasons sat forth for clatm 4, and kurthar because
Hirsh disdosas thal in a double-tiind, randomized, multicenter dinica! study, patients received 100 mg/day minacipran or 200 mg/iday
{para [0007)}. It would have bean obvious for a person having ordinary gkills in the ant to further spediy that the milnacipran is
administered in a dose ol about 100 my per day or 200 mg per day.

As pet ciaim 7, directed to the method of clalm 1, i is obvious for reasons seot forth for cdaim 1, and further because 1| woutd have required
only ordinary knowiedge in the art to administer DRI for at {east 6 months to provide a longer-term treatment and dureble effect for
i .

As par dsims 8 and 18, thay are cbvious for reasons set forth for cleim 1, and further bacause Hirsh discloses that milnacipran could
provide refief from pein (para {0017]) and that in ane of the early dlinical trials, milnacipran dosage of 200 mg/day was superigr to the lower
dosas (para [0010]} and that the incidence of certain advarse evants mcreases with dosaga, inctuding nausea, vormiting, sweating, hol
Gashes, papltations, tremor, anxiety, dysuria, and Insomnis (para {0003]). It would have been obvious for a parson having ordinary sidlis in
the ant to adrminister about 200 mg per day of minacipran for thetreatmen of ecute pain so as (o gel better therapeutic effact and then
dacroase the dose of minacipran to about 100 my per day when the acute pain has boan treated to decrease the ncidence of certain
adverso events and adménister about 100 mg per day of milnacipran to the patient for al least three months for the long-tarm breatment of
fibromyedgia and its symptoms.

As por claim 9, directad to the method of claim 1, i Is abvious for reasons sot forth for claim 1, and further because Hirsh distlosos thal
minacipran can ba administered adjunctivaly with other atlive compounds such as analgesics, antidepressants, antepileptics,
antthistamines, antimigraine drugs, antimuscarinits, sedatives, hypnotics, antipsychotics, bronchodilstors, anti asthma dnugs,
cardovascutar drugs, corticostenolds, doparminergics, etectrolytes, gastro-intestinal drugs, muscle relaxants, nutitional agents, vitaming,
parazympathomimetics, stmutants, anoractics and anti-rarcoleptics (para [00B5]).

As pet clalm 10, directed o the method of claim 9. itis obvious for reascng sel forth for claim 8, and turther bacause Hirsh discloses that
Ta}pecific exemplas of compounds that can be adjunctively edministered with mlnacipran includs, but are nol (imited to, amphetamine,
calfatno donidine codeine modafini, marphing, gabapentin, propranolol, pregabaltn, pramipexole, sibutramine, tizanidine, tramado1,and
tsomars, satts, and combinations thereol.” (para [0087])

As per ciaim 11, #t Is obvious for reasons set forth for caims 1 and 8, and further because it would have heen obvious for a person having
ondinary skills in the ant to admintster a dual re-uptake inhibiior (DRI) 1o the patient for at least three months to provide long-tenm treatmant
of a pain symptom associgted with fhvomyatigia syndrome in a patienl.

As por dlaims 12, 13, 14, 15, 18, 17, thay are obvious for reasons set korth for claim 11, and. individually for claims 2,3, 4, 5,6, 7.
respactively.

-Ptease See Continuation Shesat--

Form PCT/SA/23T (Box No. V) (Apri! 2005)




WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

—

Intemational application No.
PCTIUSOBIITTI4

Box No, V11 Certain defeets in the joternationsl applicstion

Claim 12 was searched as being dependent on claim 1! instead of daim
Ctalm 13 was searchod as being dependent on claim 12 instaad of claim
Claim 14 was searched s baing dependent on claim 13 instead of daim

¢ Claimz 15 and 16 were searchad as being dependen! on daim 14 instead of cigim 4;

Claim 17 was searched as being dependent on claim 11 instead of daim

1
2
3

%

The f~‘towing defects in the form or contents of the international application have been noted:
C.oims 12-16 are objecied to becaysa they am identical to claims 2.8, respactively.

Form PCTASA/237 (Box No. VII) (Aprit 2005)




WRITTEN OPINION OF THE Internaiuial application No. |
INTERNATIONAL SEARCHING AUTHORITY PCTIUSOGR/D7T14
Scpplemental Bax
Tn care tht 3pace im any of lhe preeeding boxes iv nol sefficient.
Cootinustion oft

As par daitn 19, directad fo (he malhoed of deim 11, compaising adjuncivaly admirstorng B second sctive eampaund, whareln the second
Bofivl compourad l9 seteciad fom the group canstsling of B0 Bnidlepressand, an angigesic, A mMuescls iaxant, an anoreclic, a stimutanl, an
artfepllaptic drug. a beta bioekar, a sedalva, 5 hyprotic and combinaatis therso!, Hirsh diectoses that "minacipran in ba adminstensd
ud]ur'dmh- with othar goltve Compounds such 3¢ analgesks, antidepressants, anepleptics, anfihistamines, anlimigratng dnege,
anTstarinics, sededives, Twpnotcs, entipsychillcs, bronchodilators, anti aethma dnegs, cardiovaseylar drugs, coticostemnids,
copaminang|ca, pleciohys, gostm-intestinal drugs. musshy relaxants, nulritional agetits, vitaming, parasympathamimetics, gmutanis,

anorectics and gati-narcetaptics.” {pera [H0EE])

Ag pét datm 20, direcled to tha methoed of claim 19, whigrsin tha sacond active compoumd ia sefected fram the group consisting
winodatindl, XP13512, gatapentin, pragebali, pramipexols, 1D0PA, ampheataming, zanldine, coniding, tremedol, momnine, Heyalls
antddepressants, codalne, mnﬂ:ammplm. slbutraming, vafium, betodgne, catfeing, nicergaline, bifamalane, propranalal, atenolol Brd
‘| combmetichs fensal, Hirsh disingses that "[shpectfic exammies of compounds. that cam be ediuiictively adminlslarad with mimacpen

Inciugde, tad aa it fimited to, amphelaming, caffeine Sonidine codelng modafinil, morphine, gabapanits, propranoiol, pregabain,
pramipexoie, siburamine, fizanddine, wamadnl and somers, salts, end combingbons thereol” {pare [Q0GTH

Claimg -0 have ndesinal applicabiity as defined by FET Aricle 3344) because the subjact mattar can be mads o waar i inchastry.

Foitn PCTAS AT (Supplemental Bex) (April 2005)
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(Convention de La Haye du 5 octobre 1961)

1. Country: United States of America

This public document
2. has been signed by W. Montgomery

3. acting in the capacity of Certifying Officer

4. bears the scal/stamp of U.S. Patent and Trademark Office

Certified

5. at Washington, D.C.

6. the thirteenth of May, 2008

7. by  Assistant Authentication Officer, United States Department of State

8. No. 08022604-8

9. Seal/Stamp:

Denitra T. Hawkins




N TI25574

il o % 4
oibr v TO) ALL TO WHOMTHESE: PRESENDS; SHAYT, COME! 23

pZ UNITED STATES DEPARTMENT OF COMMERCE )
United States Patent and Trademark Office 53
P W May 02, 2008 (G2

£ THIS IS TO CERTIFY THAT ANNEXED IS A TRUE COPY FROM THE " L
RECORDS OF THIS OFFICE OF A DOCUMENT RECORDED ON EE {
§ah APRIL 22, 2008. RS
i
E 42 N 5
4
i El
gl E[2
i "

;
! By Authority of the
Under Sccretary of Commerce for Intellectual Property
and Director of the United States Patent and Trademark Office
: )\;l:)}s\/f}'?l@’g/‘l :
Certifying Officer

‘@ Y d" ,33 .~_— T :

r At e RN 3 =
Aw_!ﬂmn}? T nH f z e e ey
e, : Fig) JTT IR vy .
e + i = - . ¥ ) I'Tluum mmmnmmnmrmurman 1 mu




PATENT ASSIGNMENT
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SUBMISSION TYPE: NEW ASSIGNMENT

NATURE OF CONVEYANCE: " ASSIGNMENT

CONVEYING PARTY DATA

| Name ” Execution Date I

[srinivas G. Rao [loar1 172008 |

Michael R. Gendreau lo4r1 412008 |

Jay D. Kranzler ' Ho41 172008 |

RECEIVING PARTY DATA

. &Name: “Cypress Bioscience, Inc.

|
Street Address: ||4350 Executive Drive, Suite 325 f
l‘Cily: HSan Diego |
IState/Country: JICALIFORNIA |
[Postal Code: [le2121 |

PROPERTY NUMBERS Total: 1

Property Type Number
PCT Number: US0637714

CORRESPONDENCE DATA

Fax Number: {212)527-7701

Comespondence will be sent via US Mail when the fax atfempt is unsuccessful.
.Phone: {212) 527-7700

Email: kharihar@darbylaw.com

Carrespondent Name: S. Peter Ludwig

Address Line 1: P.0. Box 770

Address Line 2: Church Street Station

Address Line 4: New York, NEW YORK 10008-0770

ATTORNEY DOCKET NUMBER: " 20268/2203444.W00

] NAME OF SUBMITTER: " Katherine Harthar
Total Attachments: 3
source=01503231#page1.uif
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Attorncy Docket No.: 20268/2203444-WO0

ASSIGNMENT

I, Srinivas G. Rao, a citizen of the United Statcs of America, residing at 4350
Executive Drive, Suite 325; San Diego, California 92121; UNITED STATES OF AMERICA;

and

I, Michael R. Gendreau, a citizen of the Uniled States of America, residing at
12730 Shadowline Street; Poway, California 92064; UNITED STATES OF AMERICA; and

I, Jay D. Kranzler, a citizen of the United States of America, residing at 7935 Via
Capri; La Jolla, California 92037; UNITED STATES OF AMERICA;

and each of us, if morc than onc person is identificd above (hereinaficr *ASSIGNOR™) in
consideration of the sum of Ten Dollars ($10.00), or the equivalent thereof, and other good and
valuable consideration, the sulliciency of which and receipt of which are hercby acknowledged,
paid to ASSIGNOR by

Cypress Bioscience, Inc.

a Corporation organized under the laws of Delaware, located at 4350 Exccutive Drive, Suite
325, San Diego, California 92121 (hercinafter “ASSIGNEE”), do hereby sell and assign to said
ASSIGNEE, its successors and assigns, the below indicated right, title, and interest,

throughout the world in and to my Invention entitled:

MILNACIPRAN FOR THE LONG-TERM TREATMENT OF FIBROMYALGIA
SYNDROME

invented by me and described in and Provisional Patent Application No. 60/721,722, filed on
September 28, 2005, in the United States of America and International Patent Application
Serial No. PCT/US06/37714 filed September 27, 2006 and all patents, divisions, reissues,
continuations and any extensions thereof and rights of priority therein, said interest being my
entire ownership interest in the same, to be held and enjoyed by said ASSIGNEE, its
successors, assigns, or other legal representatives, to the full end of the term thereof, as fully
and entirely as the same would have been held and enjoyed by me if this assignment and salc

had not been made, including all rights of Assignor to recover for past infringement thercof;

REEL (20638 FRAME 0572
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And for the consideration aforesaid, [ hereby covenant and agree to and with said
ASSIGNEE, its successors and assigns, that whenever ASSIGNEE, its counsel or
representative, or the counsel or representative of its successors or assigns, shall advise that an
smendment to; or a division of, or any other proceeding or action in connection with un
application concerning said Invention, including interference proceedings, is lawful and
desiruble, or that a reissue or continuation or extension of such application or patent issuing
therefrom is lawful and desirable, I will sign all papers and drawings, take all rightful oaths and
affidavits, and do all acts necessary or required to be done for the procurement of all lawful
rights associated with l.he, Invention, or for tht;, reigsue or continuation or extension of the same,
will do all acts necessary or required to sceure in said ASSIGNEE, its successors or assigns, Lhe
title to and full benefit of all rights hercby assigned, without charge to said ASSIGNEE or its
successors of assigng, but at its or their expense; and 1 hereby appoint every present or future
officer of said ASSIGNEE as my agent to sign all such papers and 10 do all such necessary acts

on my behalf, to the fullcst extent permitted by law;

And | hereby authorize and request the Commission of Patents and Trademarks and
any other pranting autherity to issue any Letters Patent resulting from said Invention and

application(s) concerning same to said ASSIGNEE,

This assignment shall have an elfective date corresponding to the last date of

execution.

1 declare uader penalty of pefjury under the laws of the United States of America,
amd under penalty of the laws of any olher jurisdiction before which this document may be
prescnted, that [ have signed this document as my own free act and that all of the foregoing is

true and correct.

/ [
Dated: ) al U, 200 O 5{’\5.,

Sriivas G. Rao, Inventor

Dated: Aj}”’o ¥ 200 ¢ | /4@5}«1 )y S—

Michael R. Gendreau, Inventor

pacd: Proal 11, 2008 NN

Jav), Krankler, Inventor

REEL 020838 FRAME 0873
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ACCEPTANCE BY ASSIGNEE

In connection with an assignment in any jurisdiction in which an acceptance by
ASSIGNEE is required, 1 hereby accept this assignment on behalf of Cypress Bioscience, Inc..
1 declare under penalty of perjury under the laws of the United States of America, and under
penalty of the laws of any other jurisdiction before which this document may be presented, that

{¢heck all that apply):

I am an officer of the above-identitied ASSIGNEE,

[:] I have signed this document on behalf of ASSIGNEE with the full authority
of its board of directors,

and that all the foregoing is true and correct.

Dated: A’r‘){\ ‘l IL);M By: DU»WV\ W/W»‘/l

' Name: TRpsh Whedke
Title:  (rpreid Counsct

RECORDED: 04/22/2008 REEL 020838 FRAME 0874




TRADUCCION AL ESPANOL del documento de cesion de solicitud de patente a

CYPRESS BIOSCIENCE, INC., firmado por los cedentes y el cesionario.

APOSTILLA

(CONVENCION DE LA HAYA DEL 5 DE JULIO DE 1861)
1. PAIS: ESTADOS UNIDOS DE AMERICA

2. ESTE DOCUMENTO PUBLICO HA SIDO FIRMADO POR:
wW. MONTGOMERY

3. ACTUANDO EN CAPACIDAD DE: FUNCIONARIO QUE CERTIFICA

4. LLEVA EL SELLO/TIMBRE DE: OFICINA DE MARCAS Y PATENTES DE
ESTADOS UNIDOS

CERTIFICADO

5. EN WASHINGTON, D. C.

8. EL TRECE MAYO DE 2008 |

7. POR FUNCIONARIO DE AUTENTICACIONES, DEPARTAMENTO DE
ESTADO DE ESTADOS UNIDOS

8. NO. 08022604-8

9. SELLO/TIMBRE 10. FIRMA

(FIRMA)

DENITRA T. HAWKINS



LOS ESTADOS UNIDOS DE AMERICA
A TODO AQUEL AL QUE PUEDA LLEGARLE LA PRESENTE:

DEPARTAMENTO DE COMERCIO DE ESTADOS UNIDOS
Oficina de Marcas y Patentes de Estados Unidos

Mayo 2 de 2008

ESTE ES PARA CERTIFICAR QUE EL ANEXO ES UNA COPIA VERDADERA DE
LOS ARCHIVOS DE ESTA OFICINA DE UN DOCUMENTO RECGISTRADO EL 22
DE ABRIL DE 2008.

Por autoridad del
Subsecretaric de Comercio para la Propiedad Intelectual
y Director de la Oficina de Marcas y Patentes de los Estados Unidos

Hay un sello que dice:

[Oficina de Marcas y (firma)

Patentes de Estados Unidos W. MONTGOMERY
Departamento de Comercio] Funcionario que Certifica



CESION DE PATENTE

Version electronica vi1.1 22/04/2008
Version en papel v1.1 500519978
TIPO DE SUMISION: NUEVA CESION
NATURALEZA DEL ASUNTO: CESION

DATOS DE LA PARTE CONVERGENTE

Nombre Fecha de ejecucion
Srinivas G. Rao 11/04/2008
Michael R. Gendreau 14/04/2008
Jay D. Kranzler 11/04/2008

DATOS DE LA PARTE QUE RECIBE

Nombre: Cypress Bioscience, Inc.
Direccion de la calle: 4350 Executive Drive, Suite 325
Ciudad: San Diego

Estado/Pais: California

Cédigo Postal: 92121

Total de NUMERO DE PROPIETARIOS: 1

Tipo de propiedad Numero
Numero de PCT US0637714

DATOS DE CORRESPONDENCIA
Numero de fax: (212) 627-7701

La comespondencia sera enviada via Comeo de EE. UU. Cuando el intento por fax
no sea exitoso.

Teléfono: (212) 527-7700

Correo electronico: cariar@darbylaw.com

Nombre de correspondencia: S. Peter Ludwig

Direccién linea 1: P.O. Box 770

Direccidn linea 2: ‘ Church Street Station

Direccion linea 4: New York, NEW YORK 10008-0770
NUMERO DE LISTA DEL ABOGADO: 20268/2203444-WO0
NOMBRE DEL APORTANTE; Katherine Harihar

Anexos totales: 3
Fuente=01503231#pagina 1.tif




CESION

Yo, Srinivas G. Rao, ciudadano de los estados Unidos de América, residente

en 4350 Executive Drive, Suite 325; San Diego, California 92121; ESTADOS .

UNIDOS DE AMERICA, y

Yo, Michael R. Gendreau, ciudadano de los estados unidos de América,
residente en 12730 Shadowline Street, Poway, California 92064, ESTADOS
UNIDOS DE AMERICA; y

Yo, Jay D. Kranzler, ciudadano de los Estados Unidos de América, residente
en 7935 Via Capri; la Jolla, California 92037; ESTADOS UNIDOS DE AMERICA,;

Y cada uno de nosotros, si mas de una persona se identifica arriba (en adelante
“CEDENTE”") en contraprestacion de la suma de Diez Délares (US $10), o su
equivalente, y otras buenas y valiosas contraprestaciones, la suficiencia de las
cuales y el recibo de las cuales estdn aqui declaradas, pagadas al CEDENTE por

Cypress Bioscience, Inc.

Una corporaciéon organizada segin las leyes de Delaware, localizada en 4350
Executive Drive, Suite 325, $San Diego, California 92121 (en adelante
“CESIONARIO™, vendo y cedo a dicho CESIONARIO, sus sucesores y asignatarios,
el derecho indicado abajo, el titulc e interés, alrededor del mundo en y para mi
invencion titulada:

MILNACIPRAN PARA EL. TRATAMIENTO A LARGO PLAZO DEL SINDROME DE
FIBROMIALGIA

Inventada por mi y descrita en y en la Solicitud Provisional de Patente No.
60/721,722, presentada en septiembre 28 de 2005, en los Estados Unidos de
Ameérica y en el Serial de la Solicitud de Patente Internacional No. PCT/US06/37714
presentada el 27 de septiembre de 2006, y todas las patentes, divisiones,
reexpediciones, continuaciones y cualquier extension y derechos de prioridad, al ser
dicho internes de mi total propiedad, para ser mantenido y disfrutado por dicho
CESIONARIQ, sus sucesores, asignatarios, u otros representantes legales, para la
total finalizacion del término, como completa y enteramente habria sido mantenida y
disfrutada por mi si esta cesion y venta no hubiera sido hecha, incluyendo todos los
derechos del Cedente a reclamar por infracciones pasadas;



Y por la contraprestacién predicha, yo acuerdo para y con dicho CESIONARIO,
sus sucesores Yy asignatarios que cualquier CESIONARIO, su consejero o
representante, o el consejero o representante de sus sucesores © asignatarios,
informaran que una correccién a, 0 una division de, o cualquier otro procedimiento o
accién en conexiéon con una solicitud relativa a dicha Invencién, incluyendo los
procedimientos de interferencia, es legal y deseable, yo firmaré todos los papeles y
dibujos, tomaré todos los juramentos y declaraciones correctos, y haré todos los
actos necesarios o requeridos para la obtencién de todos los derechos asociados
con la Invencion, o por la reexpedicion o continuacién o extensioén de los mismos,
haré todos los actos necesarios o requeridos para asegurar en dicho CESIONARIO
Sus sucesores o asignatarios, el titulo y el beneficio completo de todos los derechos
aqui asignados, sin cargo a dicho CESIONARIO o sus sucesores o asignatarios,
sino a su costo; y designo a partir de aqui a todos los funcionarios presentes o
futuros de dicho CESIONARIO como mi agente para firmar todos los papeles y hacer
todos los actos necesarios en mi nombre, segun lo permita la ley;

Y yo también autorizo y requiero a la Comisién de Patentes y Marcas y a
cualquier otra autoridad que conceda patentes resultantes de dicha Invencién y
solicitud (es) referentes a dicho CESIONARIO.

Esta cesién tendra una fecha efectiva correspondiente a la ultima fecha de
ejecucion.

Declaro bajo pena de falso testimonio segun las leyes de los Estados Unidos de
América, y bajo las penas de las leyes de cualquier ofra jurisdiccion ante la que este
documento pueda ser presentadc, que he firmado este documento como un acto
libre y que todo lo precedente es verdaderc y correcto.

Fechado: Abril 11 de 2008 (Firma)
Srinivas G. Rao, Inventor

Fechado: Abril 14 de 2008 (Firma)
Michael R. Gendreau, Inventor

Fechado: Abril 11 de 2008 (Firma)
Jay D. Kranzler, Inventor




ACEPTACION DEL CESIONARIO

En conexién con una cesidén en cualquier jurisdiccién en la que una aceptacion
por el CESIONARIQO se requiera, yo de esta forma acepto esta cesion en nombre de
Cypress Bioscience, Inc. Declaro bajo pena de falso testimonio segun las leyes de
los Estados Unidos de América, y bajo las penas de las leyes de cualquier otra
jurisdiccion ante la que este documento pueda ser presentado, que (marcar todas a
las que se aplica):

X_ Soy un funcionario del CESIONARIO arriba identificade

Yo he firmado este documento en nombre del CESIONARIO con la total
autoridad de su junta directiva,

Y que todo lo anterior es verdadero y correcto.

Fechado: Abril 14 de 2008 Por: _(Firma)
Nombre: (llegible)
Cargo: Director General
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APOSTILLE
{Convention de La Haye du & octabre 1961}
- 1. Couniry: United States of America
This public document
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Brigard «Castro

BOGOTA - COLOMBIA

PCDER

Yo {nosotros), CYPRESS BIOSCIENGCE, INC.

damici!fadofs) en, 4350 Execulive Drive, Suite 325, San
Diego, CA 52121, Estados Unidos de Américia

Mambrofamos) a; JUAN PABLO CADENA SARMIENTO
yip CARLOS H. PALALIO EASTMAN y'o MARTIN E.
TORRES CARDOZQ, de Bogotd, Colombia, apoderados
verdaderos v Iegales con poder especial, amplio y suficiente,
para recabar de las wolicinas y avtoridades colembianas
administrativas, judiciales y de palicia, en cualguier instancia
o recurso, 12 ottencidn de patentes de invencidn, fegistros
de marcas, disefios Indusirizles, modelos de  utilidad.
depasitos de nombres comerciales, emas comerciales y
ensenas, redistras ¢g derechos de autor ¥ conlrabos sobre
loe mismos, oblencion de cerlificadgs de obtentor de
varistaes  vegetales, asi  como  sus  promogas,
rengvacionas, anolaciones de  braspaso, cambios de
nomirre, domicilio v/o direccidn; slaborar, tramitar y registrar
cantrates de licencia v licencigs de cualesguiera Clases,
intervenis como demandante o como demandado en
cualquier inslanwia  y Tecurso  ante  cualquier  juesz,
orporacion, funcionario pablico ¢ awtoridad en acciones
qﬂdicialas, administrativas ¥ de policia tales como
oposiciones al regislro de marcas: accionas de caducidad,
cancelacion y nulidad, acciches reivindicatorias, acciones
derivadas de la oblencion o explotacion de leencias;
actiones de compelencia desleal; dernandas  penales;
acciones dg indemmizacidn de perjuicios, reclamos ¥
chservaciones & solicitudes de  patentes,  disefios
industriales, modelos de utiidad, &n el gjercicio de medidas
cautalares y en olras acciones o medidas sinilares,

A esle efecto, Jo(s) faculiolamos) para elevar solicitudes,

farmular descripciones, enmiendas, protesias,
declaraciones, oposicianes, cancelaciones, nulidades,
apelaciones y reclamos, pagar tmpuestos, cuolas

gravamenes presciilas por la ey, renunciar o desislir a
derechos concedidos o en cursa de concesidn; recibic tada
vlase de documentos y valores, dando el descargo
respectiva, ¥, en general, para dar ante dichas autoridades
tewlos Jos pasos necesanios al efecto indicado v omar todas
.as medidas que oreyeren conducentes al resguardo dé mis

Muestros mtereses), con lodas las demas facultades legales
necesarias.

Este puder comprende lafacullat de ratificar o confirmar en
mi {nuesiro) nombre lo acluada asi come la facultad de
desistir, transigir, compromeisr, v la de sestiiilo en todo o
&n parte ¥ revocar sustiluciunes: -AsimismMo nombrofamas)
‘ar JUAN PABLO CADEMA SARMIENTO vwo CARLOS H.
PALAGCIO EASTMAN vio MARTIN E, TORRES CARDOZQ,
domiciliado{s) en la Camrera 7 No. 71-21, Torre B, Piso 4,
mis  {nuestros] apoderados en Colombia, con facultades
parg recibir notiffcaciones ¥ designar apoderados judiciales o
extrajudicialas.

Otargado y firmado en

hoy de do 20UH
Firma

Mo bre
Cargo

POWER OF ATTORNEY

| (We), CYPRESS BIOSCIENCE, INC.

domiciled in, 4350 Executive Drive, Suits 325, San Diego,
CA 22121, United States of America

Hereby appoints JUAN PABLO CADENA SARMIENTO
andiar CARLGOS H. PALACID EASTMAN andior MARTIN
E. TORRES CARDDZO, of Bugota, Colombia, my  {our)
lrue and lawful attormeys with special, amgle and sufficient
power to obtain from the Colombian adriirislratia, judiciz
and palice offices and autharities, in any instance, privileges
ol palenis of inventian, registralion of trademarks, industrial
designs and ulility rodels; registration. of comniercial
names, slogans and emblems, registration of Gapyrighl and
contracts  related thereto, certificalas  of obtainers of
vegelahles varieties, as well as extensions, rencwals and
recordal of assignments and changes of name,” domicie
andior address refaled o the above; to prepare, prasecute
and register licenses of any kind; to act as plantiff or
defendant in any instanue or recourse, and Hafore any
judge, corperation, public oficial or authpefy in judicial,
administrative and police actiog#®sg 7 appnsitions o
, cancellation and

infair compelition: criminal
m tlamanes: claims or
ohcatons, models, indusirial
4 exercise of preventive
ilar prm:eerjir;gs,

.......

[y ’tams quotas and as mr-n'l"-i ngE:sulbed I:ry Iaw
renounce of waive the (i granted or i the process of
granting; to receive all kinds of documents and valualiles,
giving the respective release of receipl, and, in general, o
take before said authorities the nepessary sleps to such
effect, and any rmessures thal they imay deesrn pertinent o
the saferuard of my {oury interest{s) wilh all Lthe ulher
Necessary legal powers. :

This power includes the faculy o ratify or confirm desist,

geflle and compromise o my (ourd behall, and to substitute

this power incwhole or in part and to revoke substitutions. A

lhe same time | (We) hereby appoinl JUAN PAGBLO

CADENA SARMIENTO andior CARLOS H. PALAGIO

EASTNAN andior MARTIN E. TORRES CARDDZO,

domiciled in Carrera 7 Mo, 71-21, Torre B, Piso 4, iny {our)

atlorney(s) in fact, with powers 10 receive nofifications and
to designate judicial amd Exlrdjudlud| allomaeys,

Granied and signed in _ &Py b‘l.%h. P
this 29 day of BWLnos

Signature ;L_\_ﬂ @

Name SN fs QoD
Tile cover graentivesl ORgweel




‘ CERTIFICADO NOTARIAL (SOCIEDAD)

Hoy de de
personalmente comparecit ante mi

a quien conozco, y de quien me consta que firma el anterior
documento, debidamente juramentado declard y dijo que él
{ella) es

de, CYPRESS BIOSCIENCE, INC.

Sociedad legalmente constiluida para un periodo de
duracidn que atn no ha terminado; que ¢ declaranie estd
aulorizado por dicha compaiia para conferir este poder: que
el sello estampado por él al pie de tal poder, en nombre y
representacion de la expresada compaiiia, es el sello oficial
de ella; vy que el objelo para el cual se conliere esle
instrumento esta comprendido dentro del abjeto social de 1a
sociedad,.

El suscrito Notario hace constar que tuvo a la @
pruebas de la existencia de la sociedad.
+

Estado de
con fecha

o >/
¥ que quien confiere el presente poder es‘:u\;eﬁsb/r ante.

NOTARIAL CERTIFICATE (CORPORATION)

N

to me known, and knc‘)\w:—-a e to be the person who
signed the foregoing instru? nt who being by me duly
sworn did depose and say that he (she) is the

On this day of
appeared before e

of personally

of, CYPRESS BIOSCIENCE, INC.

Which is legally gonstituted for a term not yet expired, that
deponent is adthorized by said Company to confer this
Power of A%\r‘;ey: that the seal affixed hereunlo by the
deponent inYthe name and on behalf of said Corparation is
the corpozgle seal lhereol; and that the purpose {or which
this instpiment is granted is included within the corporate
DU?O of company.

dersigned Notary Public attests that he has seen the
ents that prove the existence of the company.

State of
under dale of

and that he (she) who grants the present power of attorney
is its Representative.

12 Motarfo (v
wisjd lo presante

clorigingl queseha hmidq ob

Notario Pllbycé‘ (sell% ) e
/'? NOTARIOCUARENTA

Fuogott, D.C, (olombla

S e e

Agustin Castillo Zrate

CERTIFICADOQ
PERSONA

OTAR{IAL
ATURAL

oremin de este (irslo s2
fatotopio que teindde coa

Hoy de de . cornparecid{eron) ante mi

a quien {es) conozco y/ine consta que es(son) la(s)
ersona(s) firmanle{s) del documento que precede vy

‘uien(es) declara(n) qye otorgan el mismo para las fines y
prapdsitos que en él sg expresan.

Notario Publice (sello)

LEGALIZACION POR APOSTILLA ES REQUERIDA.

of

who is{are) known {o e anc.i ol atlest executed the
foregoing document and he (they) declared he (they)

grant(s) the document for the uses and purposes therein
expressed.

Notary Public (Seal)

LEGALIZATION BY APOSTILLE IS REQUIRED.



State of California

County of

ACKNOWLEDGMENT

¢ .
LA hﬂ“ﬁb
Cn B@ﬂ\ a4 BUU& befaors me,

Laare:

personally appeared

Srinnvos 8. Rao

MQ@ ek ,
T Hrrs Ingark Mame ured TR 3 e Oflar

Hanne(st pd Sgnera)

M OHARMMACK. |
COMM, #1556605 =
Nalery Public - Galitoinia 3
J San Diego County -
" My Comm, Expires Mar, 4, 2009 {

. Hlaca Mobay Sueal dbava

Oescription of Attached Document

OPTIONAL

Thaugh [he Rfermaden befow is pet eeqguivad by faw; # may prove valualble o pesons raluing o e o
and couid prevent frauuwert remaval 2 reattachment of this form b anether documsnls

who proved to me on the basis of salisfactony evidence to

be the personfs] whosa nameisT S subscribed to the
within  instrument and acknowledged o mae that
he/shefiae? executed the same in hisfheTitheir aulhorized
capacity{jss], and ihal by his/peritheir signaturcés Bn the
instrument the personigf, or the entity upon behalf. of
which the person(s} acted, executad the instrument.

| cedify under PENALTY OF PERJURY under the laws
of the State of Galifurnia that the foregeing paragraph is

true and correcl,
official seal/C‘Q
o

.:url:,urn a{ ey Finlia

WITHESS my han

Signature

Title o Type of Document :r’b“a.\'l.?;f CJ{' A \bfﬂﬂz‘-@“‘ Cfﬁf@ﬁlbLaJ

N4

Dcurmenl Date:

Signet{s) Othee Than Namad Abave: M ,H

. Capacity(ies) Claimed by Signer(s)

Signar's Name:

* O Individual
Tﬁ, Corporate Oticer — Titie|s): CE::D

] Partner — 3 Limited O Genaral
O Attorney in Fact

O Trustes
. O Guardian or Censanater
CI Other:

igner I= Hapr@;emmq
@.g@é& LESr £4) iﬁgif A

‘Tean ol Ihernb hars

Signer's MNam ]

O Individus CUAREN i‘.‘_'--

ﬂ Corpora —L%(t-‘l}e} Eﬂm r;:.mm\.;n 2B
T

) Atterney in Fact®
L] Trusteg

T Guardian or Conservator
] Crbver:

| Tirs cd Thumb hF‘I

Signer |s Representing:

@mﬂ?ﬂ‘lhm‘ll an‘ﬁx"p ﬁm.mn1*“irﬂ ) EDIDJ'\'.-'I:' PO.H-‘-‘(ZHDE Cllz.‘.mrllh f,"-’- 9‘313-@2 mvaaH['.nalNthug Ih"rr £EROT Fllﬁ.n.llda.l L—alIT1II-HBEI1 ED‘]-EI]'D [ Hvg




. 5. at Dover,

6. the twenty-seventh day of May, A.D. 2008

8. No.

7. by Secretary of State,

0353261

9. Seal/Stamp:

. pnﬁtille

(Convention de La Haye du 5 Octocbre 1961)
1. Country: United States of America

This public document:
2. has been signed by Harriet Smith Windsor

3. acting in the capacity of Secretary of State of Delaware

4. bears the seal/stamp of Office of Secretary of State

(ertified

Delaware

10.

JJUM

Scarctary o7 5 tacbe

i este Ciriulo 50
Cotgra presani lotoropic fue coindde ton
fgdrigingl que s ha tenido afa vista,

: .

212 A6,

NOTARIO CU
—_ Bogots, D.C, ol
|~ Agostin Castil

Signature:

b %Mv
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Delaware ...

. The First State

I, HARRIET SMITH WINDSOR, SECRETARY OF STATE OF THE STATE OF
DELAWARE, DO HEREBY CERTIFY "CYPRESS BIOSCIENCE, INC.'" IS DULY
INCORPORATED UNDER THE LAWS OF THE STATE OF DELAWARE AND IS IN
GOOD STANDING AND HAS A LEGAL CORPORATE EXISTENCE SO FAR AS THE
RECORDS OF THIS OFFICE SHOW, AS OF THE TWENTY-SEVENTH DAY OF

MAY, A.D. 2008.

Ty

L& 12 a0, 2008 £

NTA

i

T NoTAIG S

Bogi(#, DG Liii

Eaests 7

i A

Harriet Smilh Windsor, Secretary of Slate
AUTHENTICATION: 6614970

0924824

080601649 DATE: 05-27-08

You may verify this certificsl
at corp.delaware.gov/authver.

R IR - ey - —_— . - — e



" TRADUCCION AL ESPANOL del documento de PODER otorgado pdr
CYPRESS BIOSCIENCE, INC., con domicilio en 4350 Executive Drive, Suite
325, San diego, CA 92121, Estados Unidos de Ameérica

Estado de California
SECRETARIA DE ESTADO

Para uso en Colombia. Cualquier otro uso esta prohibido.

APOSTILLA

(Convencion de La Haya del 5 de octubre de 1961)

1. Pais: Estados Unidos de América
#hginal quase ha tenido o lavisia, .

-

Este documento publico

2. Ha sido firmado por M. Hammack

3. Actuando en capacidad de Notario Publico, [
4. lleva el sello/timbre de M. Hammack, Notario Pablico

Estado de California

Certificado
5. En Sacramento, California
6. el 7 de mayao de 2008
7. por el Secretario de Estado Delegado, Estado de California
8. No. 532421
" 9. Sello/Timbre ;IO. Firma:
Hay un sello que dice:
(firma)
EL GRAN SELLO DELE STADO DE CALIFORNIA Secretario de Estado

Por__ (Firma ilegible)

“' i B0 Cusienta do este Giralo so |
QER0 presenta fotacopfo que eingde won

-
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CALIFORNIA DECLARACION PARA TCDO PROPOSITD

Eslado de California

Condade de San Diego ]

El 259 de abril de 2008 anta mi, k1. Hammack
Fecha Inserie agui el nombre vy cargo del funcienario

Personalmenie comparecid Sninivas G. Rao
’ Nambre ¢el timante

Hay un sello que dice:

M. HAMMACK

£ de Comisitin 15565595

Motaric Publico — Califorpia

Condado de San Diego

Wi comision vence el 4 de marzg de 2009

actud eleculb el instrumenty,

Yo certifico fue, bajo pena de FALSO TESTIMONID bajo las layes del Estado o
€l parrafo precedente es verdadearo y correcto.

|| cokeld I prasente foracpia que roindds o '
ol eriginol quese ho tenido olo vista, A5

EN TESTIMONIO DE LO CUAL, mi firma y selo aficial

Firma [Eirmaj
Firmma del notario pablico

OPCIOMNAL

Aunque la informacidn de abajo no es requerida legalments, puede rasullar Waloss para las
pPersonas que se gpoyan eq ef documento y podifan prevanir remocitn fraudularita v reanexo de
esia forma a Giro dosimento.,

Desgcripeidn del documento anexe

Tltulo o tipo de documento: Poder - Columbig
Fecha del Documento: WY Nimere de paginas: 2 + esta pdning
Firmantes diferentes al nombradao arriba: M/A

Calidad(es] reclamadais) por el firmante{s}

Nombre del firmante:

_ Indivigup

X Funcionario corporativa
Sacio - _ Limitado _ General
_ Abogado de hecho

_ Fideicomizario

_ Totor & turader

_ira
El firmante estd representando a:
Cypress Bioscience, fNC.
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Hay un sella que dice:

OFICINA DEL SECRETARIO .
17498 DELAVARE 18565 ~ Secretario dE

APOSTILLA

{Convencidn de La Haya del & de octubire de 1561)

Pais: Estados Unidos de América

Este documento pablico

Ha sido firmado por __Harriet Smith Vindsor

Actuando en capacidad de ‘Secretaria de estado del Estado de Delaware

lleva el selloftimbre de La oficina del Secretaric de Estado
Certificado

En Dover, Delaware

el 27 de mayo de 2008

por el Secretario de Estado, Departamento de Estado de Dela ;-f-"*"_; ,

No. 0353261 _ ol |
I (uareetn de oste Flrmm
SellofTimbre 10.  Firma. LGt o presanta lotocapi que toindda on

i P arigingi que st hofenidon e visia. .

#1517 a0 20




Delaware

El Primer Estado

YO, HARRIET SMITH WINDSOR, SECRETARIO DE ESTADO DEL ESTADO
DE DELAWARE, CERTIFICO QUE “CYPRESS BIOSCIENCE, INC.” ESTA
DEBIDAMENTE INCORPORADA SEGUN LAS LEYES DEL ESTADO DE
DELAWARE Y TIENE BUENA POSICION Y -TIENE UNA EXOSTENCIA LEGAL
CORPORATIVA SEGUN LO MUESTRAN LOS ARCHIVOS DE ESTA OFICINA,
A 29 DE MAYQO DE 2008.

0924824
0806016
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Hay un sello que dice:

OFICINA DEL SECRETARIO
1798 DELAWARE 18556

LA/
Y Csors, 5, G hasie
F—- - T T g gl
Y Reestr Catlo Lirac o
= -~ -4 5 . "

(Firma)
Harriet Smith Windsor, Secretario de Estado

AUTENTICACION: 6614970

FECHA: 27- MAYO - 2008




REPUBLICA DE COLOMBIA
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Folio 101
2020

Begota D.C.,

Doctor{a)

CADENA SARMIENTC JUAN PABLO
Apoderado{a} y/o Representante de
CIPRESS BIOSCTIENCE INC

REFERENCIA Radicacidn No. 8 39648
Solicitud internaciocnal PCT/US2006/037714
Fecha inicio fase naciconal 28/04/2008B
Tramite 11
Evento 378
Actuacidn . 416
Oficio No. 7893
Folios 1

Teniendo en cuenta gue la solicitud de privilegio de patente que se tramita bajo el
expediente indicado en la referencia, relne los Xequisitos de forma establecidos en
la Decisidn 486 de la Comisién de la Comunidad Andina, el Tratado de Cooperacidn en
Materia de Patentes (PCT), el Reglamento y la Circular Onica de la Superintendencia
de 1Industria y Comercio, se envia el extracto de la golicitud a la Oficina de
Comunicaciones para efecto de su publicacién en la Gaceta de Propiedad Industrial.

18 MAR. 2009

fo

DORJS ELENA POLOC CORDOBA
Jefk de la divisidén de Nuevas Creaciones {E)

agpall



Industria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No.08-039648

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 604 DE
FECHA 29 DE MAYO DE 2009 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 31 DE AGOSTO DEL 2009

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, debera solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
Sl X NO
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