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Sefiores

SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES

E. S. D.

RESPUESTA A OFICIO 6666 DE 01 JUNIO 2007

REF: Expediente No. 07 022892 - Solicitud de Patente FASE NACIONAL Corresp. a
la Solicitud Intemacional PCT/US2005/031807

a favor de GENENTECH, INC.

Titulada: METODOS PARA UTILIZAR LIGANDOS DE RECEPTOR MUERTO Y
ANTICUERPOS CD20

JUAN PABLO CADENA SARMIENTO, vecino de Bogota, portador de la tarjeta
profesional No. 574982, obrando como apoderado de la Sociedad GENENTECH, INC,
segin lo acredita el documento de Poder presentado en esa Divisién, para der
cumplimiento al requerimiento notificado por fijacién en lista el 01 de junio de 2007 y
de acuerdo con los Articulos 38 y 39 de la Decisién 486 de la Comision de la
Comunidad Andina, Articulo 27 del Tratado de Cooperacion en Materia de Patentes
(PCT), regla 51 bis del Reglamento y Circular Unica de la SIC, me permito anexar al
presente escrito los siguientes documentoa:

1. Documentos (2) donde consta la cesién del derecho a la Patente otorgado por el
inventor al solicitante, debidamente apostillados, junto con sus comrespondientes
traducciones al castellano.

2. Reporte Preliminar Intemacional sobre la Patentabilidad (Formas PCT/IB/373 y
PCT/ISA/237).

3. Extracto para publicacién y Tarjeta de Archivo Tematico.

/e

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

De ia sefiora jefe atentamente,

Bogota, 11 de Jullo de 2007
MEV/JCN/aac

BRIGARD & CASTRO ABOGADOS 5.A. — NIT. 880.047.372-8
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

s 4 DIVISION DE NUEVAS CREACIONES
Industria y Comerclo TARJETA ARCHIVO TEMATICO
FOFNETNTENSENCTA PATENTE DE INVENCION X PCT X MODELO DE UTILIDAD ___ DISERO INDUSTRIAL ___
(21) N® de solicitud: 07 022892 (22) Fecha de solicitud: 07-03-2007

(51) Clasificacion Internacional :

(71)Solicante(s) GENENTECH, INC.

(72) Invenior{es) Avi J. ASHKENAZ|

[(74) Agente:___ JUAN PABLO CADENA SARMIENTO

(30) Prioridad (31) No.Prionded 32) Fecha (33) Pals FIGURA c:xg;mlsr ICA
80/607,800 08-06-2004 us
B0/568,553 20.03-2005 us

(85) Fecha Iniclo fase nadional; 08-04-2007 (B7) Publicadion Intemadional:

(86) Dalos relativos a 1a presentacion de la solic. PCT Fecha: 16-03-2008

Fecha de presentacion de la soficitud: 07-09-2005 No. Publicacién: WO 20080029224 A3
No. de soficitud: PCTAUS2005/031907

(54) Titul: METODOS PARA UTILIZAR LIGANDOS DE RECEPTOR MUERTO Y ANTICUERPOS CD20

{57) Resumen:

Se suministran métodos para utilizar figandos de receptor muerto, tales como los polipéptidos de figando/irall APo-2 o fos anticuerpos
recepiores muerins, y los anticuerpoa CD20 para tratar condiclones tales como céncer y enfermedades relacionadas con el sigiema inmune.
Las modafidades de Ia Invencién incluyen métodos para utilizar el Apo2LArail o los anticuerpos de receptor muerto tales como los anticuerpos
DRS y los anticuerpos DR4 en combinacién con los anficuerpos CD20.

CONTINUA AL RESPALDO ...
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SUPERINTENDENCIA DE INDUSTRIA'Y COMERCIO
. . DIVISION DE NUEVAS CREACIONES
Industria y Comercio EXTRACTO PARA PUBLICACION
- SUPERINTENDENCIA SOLICITUD DE PATENTE DE INVENCION PCT

(21) N* de solicitud: 07 022862
22) Fecha de soliciiud: 07-03-2007

(30) Prioridad {31) No.Pricridad (32) Fecha  (33) Pals
60/807,909 08-08-2004
60/868,553 30-03-2005 us

us

(51) Int Ct:
{71)Solicitante{s) GENENTECH, INC.
(72) Inventor{es) Al J. ASHKENAZI

(74) Agente: JUAN PABLO CADENA SARMIENTO

(85)  Fecha Inicio fase nacional: 08-04-2007

Fecha de presentacion de la solicitud:
No. de soliciiud: PCT/US2005/031807

(86) Datos relativos a la presentacion de la solicitud PCT

07-08-2005

(87) Publicacién intemacional
Fecha: 16-03-2008
N* publicacion: WO 2006/029224 A3

(54) Tiulo:  METODOS PARA UTILIZAR LIGANDOS DE RECEPTOR MUERTO Y ANTICUERPOS CD20

. Rasumen

Se suministran métodos para utilizar ligandos de receptor muerto, tales como los polipéptidos de ligandoftrail
APo-2 o los anticuerpos receptores muertos, y los anticuerpos CD20 para tratar condiciones tales como céncer
y enfermedades relaclonadas con el sistema inmune. Las modalidades de la invencion inciuyen métodos para
ulilizar el Apo2Lirail o los anticuerpos de receptor muerio tales como los anticuerpos DRS y los anticuerpos
DR4 en combinacidn con los anticuerpos CD20.
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From the INTERNATIONAL BUREAU J"}w
PCT e RECEIVED
NOTIFICATION CONCERNING _ MAR 8 0 2007
TRANSMITTAL OF COPY OF INTERNATIONAL MARSCHANG, Diane, L. GENENTEDH, NG,
PRELIMINARY REPORT ON PATENTABILITY f;m e, LEGAL DEPT.
(CHAPTER [ OF THB PAW COOPERATION m ?;&Hmm 04080-4980
(PCT Rule $4bis. 1{c))
Daie of malling (dpuonsvirear)
22 March 2007 (22.09.2007)
Applicant’s or spenii file nofereneg
P2031R1A IMPORTANT NOTICE
Imematlonal epptication Na, imemutionol filing dme {dayAerailiyrer) Priocity dole {dnyimonthiyear)
PCTAJS2005/031007 07 Septamber 2005 (07.08.2005) 08 September 2004 (08.09.2004)
Applicant
GENENTECH, INC. et al

Treaty)

Tho [olomational Bureon raanits henewith u copy of the internatinoal prellmioury sepan un petentability (Chapler | of the Patemt Cooperalion

Calendared/LRS

1211 Clencvn 20, Switreckand

Facalmite No. +4] 22338 8270

YR
v 7. MPOTF
Due Date
The Incmational Bursss of WIPO Ambarized officer
34, chamin des Colonthuttcs Beate Glffo-Schmitt

o-nail: p0Y pe1@wipain

Unrwn TW AT £ apame VY

4eq




b PATENT COOPERATION TREATY (‘
INTERNATIONAL PRELIMINARY REFORT ON PATENTABILITY
(Clapier [ of the Priott Cooperation Treaty)
(PCT Rule 44%%x)
Applicont’s or agem s fils neferonce FOR FURTHER ACTION Sex itom 4 below
P2O31AR1A
Inicmaitonal application Na, Insemational Ming dnie {duwimonilyyrur) Priority date fdaryimenly/reur)
PCTAIS2005031907 07 September 2005 {07.09.2008) 08 Seplamber 2004 (08.09.2004)

ISee miavant inlormafion in Form PCT/ISA/237

Intemational Putent Chualfication (8th edition unhkees ulder edfithan indiroted)

Applicant
GENENTECH. INC.

12

[. This inkemilional preliminary report on patentablilly (Chapier1) is issued by 1he Internutiona) Hureau on belmlf of the
Inlernationnl Scarching. Autharity umler Rule 44 i, | (u)
Thix REPORT conslvts of a towl of 7 slieess, incluling this cover sheot.

In the att:ichod shoots, any reference to the written opiniun ull the Latemational Searching Aulhorily should be read s a neforence
lu the inleruntiono] proliminary report un peseniublBity (Chopiur I) insiexl

dine (Role 44bir .2}

3. 'Iis repont contains indications relaling (o the following o

D] Bux No. 1 Basis of the repont

[] Boxmo.n Priurily

X saxvem Non-estblishunt of upinion with rogard 1o surcky, irvonstve step ami iacustrial
epplcabllity

[] BoxNo.1v Luck of ulty of invention

B3 o mo.v mmhﬂ?hh”a’m;;mﬂrmw“mm

[] Bunaw Cermin documants ched

[] Boxto.vi Certain dafects In the Inlemationa] applicaian

[] Boxreo.vm Cortain beorvations on the inkematima) application

4. Tho Internatiomal Burcan will communicote this report o designnted OfTices In accordance with Rules ddfds, 3e) und 9351z, 1 but
o, excepl whore Lhe spplicant makes an exprass reyuost under Asticle 23(2), bafure the eapiration of 30 months from the priority

Date of issmmnce off Lhis report
13 March 2007 (13.08.2007)
Tha laternatiumal Burcas of WIPO Authorized ofTcer
34, chemin dee Colambettes . o
1211 Geneva 20, Switzorimd Beate Giffo-Schmitt
Facsimile No. +41 223388270 e muil: i3 pei@wipo.int

Form PCTAB/ITI (Janpary 2001)

-




. PATENT COOPERATION TREA
REC'D
A 20 MAY 2008 /,ét
INTERNATIONAL SEARCHING ALUTHORITY Wi ’ﬁCT
To:
WRITTEN OPINION OF THE
see form PGTSAZ20 INTERNATIONAL SEARCHING AUTHORITY
(PCT Rule 43bis.1)
Date of moling
{deginonihiomr) cee form PCTRSARIO (second shesl)
Applizants or agent's fis relemee FURTH
see form PCTASAZ2D y paragraph :Ehl:btc“ O
Idemations| eppication Na. Intemationsl ing dme (dayinanthpear) Prlorty dain dapnantvimar)
PCTAIS2005031807 07.08.2005 08.00.2004

Intsmational Petent Classifiealion (IPC) or both mlionsd dassllicalion erd IPC
INV. CO7TK14/705 CO7K1828 A91P3502 ABTK38885

Applioun
QENENTECH, INC.

e ——— — — — — ——

— — a— o — ———

1. This opinion cantains indications relating to the following Esme:

BaxNo.!  Basis of the opinion

O BoxNo.ll  Priorly

BoxNo. il  Non-establishmant of opinion with ragand to novally, invenfive sisp and industrial applicablitty
O BoxNo.lV  Luck of unily of invention

® BoxNo.V H—uudllmmmhﬂbhﬂlmwﬂlmudhnmlly.lmrlhﬁpormwhl
applicability; citations and saplanations supposiing such alxtement

O BoxNo. Vi Carain documents ched

O BoxNo.VIl Cerizin datects in the intermational applicailon

0 Box No. VIl Cerialn chsarvaiions on the inlernsiional =pplication

2. FURTHER ACTION

¥ a damand for interrmtional prefiminary examination is made, this apinion will umally be consiriarad to bes a
nﬂhnoplianufhhhmlbmlﬁllmlmhmnmmm |PEA") axcapt that this does not whare
the applicant chooses an Authorlly other than this one to be the | and the chosen IPEA has not
Inhn'-llmnlﬂunluund-rﬂlﬂnas1thldmﬂanmnhmdﬁkmm&uﬂimm

will not be so .
opinion |s, as provided above, comsidared fo be a wiitten cpinian of the IPEA, the Is Invited 1o
m:uumm.mmﬂm . wheve appropriate, with amendments, before tha sxpiration of 3 monthe
ilumﬂl.dlhdnlllhnd MWHMMMdImhfmmhpﬂmdﬁ

whichever wiphes et

For further options, sss Form PCTASAZZD,
3. Fordurthes deinfls, sse notes 1o Form PCTISAZZZD.

Name and mailing address of he ISA:

P smmomoe

== Tal.+4D 00 2300 - 0 Tx: 5Z95¢ =prmi
Fax: +40 80 2300 - 4483

— (3

e
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- WRITTEN OPINION OF THE international eppiication No. ,
INTERNATIONAL SEARCHING AUTHORITY PCTAJS2005031907 !

Box No.| Basis of the opinion
1. With regard 1o the language, this opinion has been estabished on the basls of-
. B the international spplication in the language in which & was filad

O atransiation of the intemational application info , which is the language of a transiation furnished for the
purposes of Inlsmational search {(Rules 12.9(a) and 23.1 (b)).

2. With regard 1o any nuoleotide andbr amino acld sequence discloaad In the iIntemational application and
necessary to the claimed invention, this opinion has been established on the basis of:

a. type of matorial:
B asequence lsting
O teble(s) reiatad i the sequence Esting

b. format of material:
B on paper
E in elacironic fom

. ¢. time of filingfumishing:

] comtained In the intemational epplication as fled.
O fied together with the Intemational epplication in electronic form.
B furnished subsequently to this Authority for the purposes of search.

- e =

3. 8 In addiion, in the cage that more than one vession of copy of a sequance lsting andbr table relating thereto
has basn iRad or kanished, the required stalements that the information In the subsa or additional
coples Is identioal in that In the application as flled or does not go beyond the n as filed, as

appropiate, wera furnished.
4, Additional commenis:

» i
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- WRITTEN OPIN1 N OF THE Intemational Iﬂltﬂgn ; UB |

INTERNATI NAL SEARCHING AUTHORITY PCTRIS2005031907

Box Na. Wl Non-establishment of opinion with regard 1o novelty, inventive step and industrial
applicabliity

'lhamutlonswhammechmedIrwoﬂbnambbormaltnhwlnmmmmpmbemn
obvious), or to be industrially applicable have not been examined in respect of

J the entire intemational application
claime Nos. 1-21 (for reasons of industrial applicabiity)
because:

B the said intsrnadional application, ar the said ciaima Nos. 1-21 (for reasons of industrial appiicabiity)
ralate to tha following aubject matter which does not requirs an International search ( :

889 soparate sheet

D the deacription, claims or drawings (indicate pariicular elements below) or said clalme Nos.  are 80
unciear that no meaningiul opinion could be formed [speoly).

[0 the ciaims, or saki claims Nos. are so inadequatsly supported by the dascription that no meaninghul opinion
couki be formed (epecity):

no intemational search report has been aestablished for the whole application or for said claims Nos.

O a meaningiul opinion could not be fonmed without the saquence lsting; the applicant did not, within the
preacrbed time Omit:

O furnish @ sequence listing on paper with the standard provided for In Annax C of the
Administrative Instructions, and such lsling wes not gvaliabile 1o the International Searching
Auﬁmnyhahnnmmmrmml.

O tumish a Neting in elactronic form complying with the standard provided for in Annax C
of the Admin ive Instructions, and such listing was not avafiabie 10 the Intemational Searching
Auhomyhaformmdmarmarmtol

the required late fumishing fee for the furnishing of a saquence isting In responsa to an
ion under Rules 13ter.1(a) or (b).

c ombnwuummmmwumnnhbumlmpuuwo R"‘""""""
f.ﬂno't.wllhln d time {imit, fumish such tables [n alactronic form complying with the technical
raquirements MedhrnAmaxO—hbduMnhmMMdnm.mdauohnblumn
a\mhbhmtha Intemational Searching Authorily in a form and manner accaptable 10 k.

3 the tahies related to the nucleotide andbr amino acid sequence Ihliglfmeleeumlctnnnonly do not
comply with the technical requirements provided for in Armex C-bis of the Administrative insiructions.

0O See Supplemental Box for further detalis

FPowe FAIfTIC AT fand) i)
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WRITTEN OPINION OF THE Intarnational epplication No.
INTERNATIONAL SEARCHING AUTHORITY PCTAJS2005031807

' Box No.V Hnaamedshmmmduﬂubﬂbhi(a)(l)wlﬂnagardhnowﬂy Inventive step or

Industrial icabliity; cliations and rting such siatement
1. Staternent
) Novely (N) Yas: Claims 1-21
No: Claime
inventiva siap (IS) Yes: Claims 1-21
No: Claims
Incusirial applicability (LA) Yas: Claims
No: Claims

2. Chations and explanations
ses separate sheet !

Pame TWTI0 A 1'FST Fhadd )
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WRITTEN PINI N OF THE Inflernational appication No.
INTERNAT!I NAL SEARCHING
AUTH_RITY (SEPARATE SHEET) PCT/US2005/031907

Be tem i

Non-esatablishment of opinion with regard {0 novelty, inventive step and Industrial
appliicabliity

Claims 1-21 relate to subject matier considerad by this Authority to be covered by the
provigions of Rule 687.1(lv) PCT. Consequently, no opinion will be formulated with respect
to the industrial apphoability of the subject matter of these claims (Aricle 34{4)(a)(1) PCT)

Be ltem V

Reasoned statement with regard to novelty, inventive step or industrial applicablitty;
citations and explanationa supporting such statement

For the assessment of the prasent claims 1-21 on the question whether they are
industrially applicable, no unified criteria exlst within the PCT Contracting States. The
patentabifity can also be dependent upon the formulation of the clalms. The EPO, for
example, does not recognise as indusinally applicable the subject matter of claims to the
use of a compound in medical treatment, but may allow, however, the use of such a
compound for the manufacture of a medicament for a new medical treatment.

Cited Documents

Reference Is made to the following document:

Di: WO 03/038043 A (UAB RESEARCH FOUNDATION; ZHOU, TONG; ICHIKAWA,
KIMIHISA; KIMBERLY, ROB) 8 May 2003 (2003-05-08)

Article 33(2) PCT
The subjact matter or cialms 1-21 is novel. No prior art document discloses a combination
therapy consisting of administering APO2L/TRAIL and a CD20 antibody to a patient.

Article 33(3) PCT

The closest prior art is D1 which discloses a therapeutic method of treating cancers and
other allments by a combination of antibody against CD20 and antibody against DR4 or
DRS (page 6, line 1 to page 8, line 6; page 54, lines 8-14; claims) .

The difference between the subject matter of claim 1 and D1 Is that in claim 1 the
combination is that of CD20 antibody and the APO2L/TRAIL protain.

Form PCTASA/23T (Separxis Shent) (Shast 1) (EPO-Aprl 2003)
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APOSTILLE
(Convention de La Haye du 5 octobre 1961)

1. Country: United States of America

This public document
2. has been signed by T. Lawrence

3. acting in the capacity of Certifying Officer

4. bears the seal/stamp of Patent and Trademark Office

Certified

5. at Washington, D.C.

6. the twenty-ninth of March, 2007

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

8. No. 07017970-2

9. Seal/Stamp: 10. Signature: “

Sonya N. Johnson




V4 |

WRITTEN OPINION OF THE Intsrnational appiication No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2005/031907

The problem {0 be solved may therefore be congldered as being to provide a therapy
against cancer which may lead to tumour ablation. '

The subject matter of claim 1 golves this problem and Is coneidered inventive since the
skilled person would not have been prompted by the prior art to arrive at the combination
of claim 1. Nor would the skilled person have been prompted to attempt the solution of
claim 1 as there would have been na indication that success was likely.

Though it Is known that Apo2/TRAIL Is the antigen comresponding In activity to the anti-DRS
antibodies of the prior art and that this isolated antigen may have the same effect as the
antibody of D1, the skilled person would not have expected that the anti-tumour effect
wouid be as prominent as shown In the examples and that the said technical problem
could be solved by the claimed combination. The subject matter of ckalm 1 Is therefore
Inventive as is that of independent clalm 12, for the same reasoning (Article 33(3) PCT).

Form PCTASA/ZST (Beparate Sheef) (Shewt 2) (EPO-Apl 2005)

L G —
L]
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UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

March 05, 2007

THIS IS TO CERTIFY THAT ANNEXED IS A TRUE COPY FROM THE
RECORDS OF THIS OFFICE OF A DOCUMENT RECORDED ON
FEBRUARY 28, 2005.

By Authority of the

Under Secretary of Commerce for Intellectual Property
and Director of the United States Patent and Trademark Office

T. LAWRENCE
Certifying Officer
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) U3, DEPARTMENT OF COMMERCE
RECORDATION FORM COVER SHERT Patewt i Tradesnark OfScy

mmu—um?#umu%EWMumm Aty Dha No: FRaomi-L
1. Naze of conveying party(ies): 2. Name and address of receiving party(ies):
AviJ. Askkenarl Name: GENENTECH. INC,
Internal Address:

Addhioeal mreis) of conveying perey(los) attached? _Yes X No

Street Address: 1 DNA Way

City: St Sen Pranciocn St Califoia
ZIP: 94080 4000

Adsivioral name(s) & address(er) soched? _Yen X No

3. Nature ofcmluymne
X Assignment Merger
Change of Name
Other:

EBxscution Dete: 2/17/2008

-

4. Application rumber(s) or patent mumber(s):

I s documens i baieg Siod togechar with & pew appilcation, the Guecxsion dams of the xpplicatian b:
A Patent Application No.x) " B. Puent No.gw)
60/607,909
Addithonal mombers aiuched? _Yea X No

5. Name and address of party to whom correspondence 6. Tmlmmhuofapphmmudpmm

concerning document should be mailed: involved: 1
- 7. Total fee (37 CFR 3.41): $40.00
Disne L. Marschang _ Boclosed £
GENENTECH, INC. - .
1 DNA Way X Amrhﬂﬂmbfchnuedmdepunmm
South San Francisco, CA 94080 8. Depoait account number:
Q7-0630
PO NOT USE THIS SFACS
. Stuesset aad signzure.

To the best of my imowiedge and belief, the foregoing taformation is froe and correct and any soached copy

HImem e odane L deuf 2/ fanos”

Diase L. Mansciary
Nume of Porwon Signing
Reglatration No. 35,500
Total number of cover undmm and docmuent:
Reving 0N14D
PATENT

700167618 - - REEL: 016798 FRAME: 0778
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Docket No. PR2031-1
ASSBSIGNMENT

WHEREAS, Avi J. Ashkanaz, a citizen of UB, residing at 1456 Tarrytown Gtrest, San Masteo,
* CA 04402 {herainafter "ASSIGNOR"), has inverttad a new and useful invention in

Methods of using death receptor Igands and CD20 antibodies

for whioh a pronvisional appliostion Garial No. 80/807,800, If recelved (Docket No. PR2031-1) haa basn
filad by him on S8spternber 8, 2004 and

WHEREAS, GENENTECH, INC., a corporation organkzed and exiating under and by virtue of the
lawa of the Stste ol Delaware, teving a pince of business at 1 DNA Way, South Gan Frencisco,
Callfornia 84080-4860, ls desirous of aoquiring sn inmtearsst in and to said invention, and in and to the
Lettera Patents to be obtalned therefor;

NOW, THEREFORE, be it known by all whom It may concam:;

That for good and veluable consideration the recaipt of which Is hereby acknowledged, the sald
ASSIGNOR heve and do hereby sell, aasign, tranafer and set over unto the seid GENENTECH, INC., Its
suoosssors and assigng, the full and axcluaive right, title and intersst including all rights under tha Paris
Conventlon for tha Prataction of Industrial Praperty, in and to ssid inventlon, and In and to any and all
Latters Patonts 10 be granted end lssued therefor or any continuation, division, ranswal, or subatitute
thersof, arxl as to Lotters Patenta any relssue or re-axamination thereof, not only for, to, and In the
United States of Amarica, its territories and posasssions, but for, to and in all other countries; and it has
been and Is hereby authorized and requastad that the eppropriate government agenciea lasus said Lotters
Patents to sald GENENTECH, INC., In acoordence with this Assignment.

Sald ASSIGNOR covermnta and agrees to cooperate with GENENTECH, INC., 1o enable aald -
GENENTECH, INC. to snjoy to tha fulleat extant the right, titla and Interest hecein conveyed In tha
United States and foreign countries. Such coapersation by sald ASSKANOR inoludes prommpt production
of pertinent facts and documents, giving of testimony, sxecution of pstitions, osths, spacifications,
dealarations or other papers, and other assistance all ta the extent deead necessary or desivable by
said GENENTECH, INC., (a) for parfecting the right, title and intersst herein conveyed; (b} for
prosscuting any of seid applications; {¢) for filing and prosecuting applicationa for relssusnce of any of
sald patents; (d} for Interference or other pricrity procesdings Involving sald invention; and (e) for lagai
procesdings Invoiving eald Invention and any applications therafor and any petents granted thereon,
inciuding without limitation opposttion provesdings, cancellation proceedinga, priority contests, public
uee proceedings, infringement actions and court actions; provided, howeaver, that the experwme Incunred
by sald ASSIGNOR In providing such cooperation shall be pald for by sald GENENTECH, INC.

The tarms and covanants of this aasignment shall inure to tha banefit of ssld GENENTECH, INC.,
its successors, assighs and other legal representatives, and shall be binding upon sald ASSIGNOR, thelr
- . respective helrs, lagal reprasantatives and assigns.

Sald ASSIGNOR heraby warrants snd representa that he has not entered and will not enter into
sny asslgnment, oontract, or undomstarncing In confliet herewith.

IN WITNESS WHEREOF | undersign as follows;

South San Franclsco A S Adlaa

AVI J. Ashkenazi
Dutoa: _2{17] 05~

PATENT
REEL: 016798 FRAME: 0779
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Genentech, Inc. Y 39‘

Genent ch, Inc. ' FACSIMILE TRANSMITTAL
Genentech, Inc.

1 DNA WAY
- Bouth 8an Franclsco, CA 84080
JI416) 228-1000 .

Faosimbe: {850) 882-8881
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TRADUCCION AL ESPANOL del Documento de Cesién a GENENTECH, INC.
firmado por los cedentes y el cesionario.

APOSTILLA
(Convencién de La Haya del 5 de octubre de 1961)

1. Pals: Estados Unidos de América

Este documento publico
2. ha sido firmado por T. Lawrence
3. actuando en capacidad de Funcionario que Certifica
4. lleva el sello/timbre de la Oficina de marcas y patentes

Certificado

5. en Washington D.C.

6. el veintinueve de Marzo de 2007

7. por el Funcionario de autenticacién asistente, Departamento de Estado
de Estados Unidos

8. No. 07017870-2

8. Selloftimbre 10. Fima

(Firma)
Sonya N. Johnson

[selio]
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LOS ESTADOS UNIDOS DE AMERICA
A TODO AQUEL QUE PUEDA LLEGARLE LA PRESENTE:

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

Marzo 5 de 2007

ESTE ES PARA CERTIFICAR QUE EL ANEXO ES UNA COPIA VERDADERA
DE LOS ARCHIVOS DE ESTA OFICINA DE UN DOCUMENTO ARCHIVADO
EL 28 DE FEBRERO, 2005.

Por autoridad del
Subsecretario de Comercio para la Propiedad Intelectual
y Director de la Oficina de Marcas y Patente de Estados Unidos

T. LAWRENCE
Funcionario que Certifica
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CESION
CONSIDERANDO QUE, Avi J. Ashkenazi, un ciudadano de los EU, residents an 1456 Tarytown
Street, San Mateo, CA 94402 (en adelante referkios como “CEDENTE’), han inveniado una invencion
Nueva y (tl
METODOS PARA UTILIZAR LIGANDOS DE RECEPTOR MUERTO Y ANTICUERPOS CD20

para la cual se presentd la solicitud provisional con No. de Serie 60/607,909 (Expedients No, PR2031-1)
el 8 de Septiembre de 2004; y

CONSIDERANDO QUE, GENENTECH, INC., una cofporacion organizada y existente bajo y por
virtud de las leyes del Estado de Delaware, que tiene oficinas en 1 DNA Way, South San Francisco,
California 94080-4990, esth deseosa de adquirir un interés en y para dicha invencion, y en y para las
patentes que se obtendran de la misma;

AHORA, POR LO TANTO, thngase por sabido por todo aquel que le conclema:

Que por una consideracidn buena y valiosa el recibo de la cual se reconoce por la prasents,
dicho CEDENTE ha y por la presents vende, cede, transfiere y fraspasa a dicha GENENTECH, INC. sus
sucesores y ceslonarios, el derecho, titulo e interds completo y axclusivo incluysndo todos los derechos
bajo la Convencidn de Paris para la Proteccidn de la Propiadad Industrial, en y para dicha invencién, y en
y para cualquiera y todas las patentes que se concedan y emitan para la misma o cualquier confinuacion,
division, renovacion, o sustituci5n de la misma, y en cuanto a patentes cualquier reemision o
reexaminacion de las mismas, no solo para, por y en los Estados Unidos de América, sus temitorios y
posesiones, sin para, por y en todos los obros palses; y se ha y por la presente se autoriza y solicita que
las agencias gubemamentales respectivas emitan dichas patentes a GENENTECH, INC. de acuerdo con
esta cesion.

Dicho CEDENTE garantiza y acuerda cooperar con GENENTECH, INC., para posibilitar a dicha
GENETECH, INC., a disfrutar hasta sy méxima extension el derecho, titulo e interés aqui cadido en
Estados Unidos y los paises exiranjeros. Tal cooperacién por dichos CEDENTE incluye la pronta
produccion de hechos y documentos pertinentes, dando testimonio, ejecutando peticiones, juramentos,
especificaciones, declaraciones u ofros documentos, y otra ayuda todas hasta el punto considerado
necesario o deseable por dichas GENETECH, INC. (a) para perfeccionar el deracho, titulo e interés aqui
cedido; (b} para procesar cualquiera de dichas solictudes; (c) para presentar y procesar solficitudes de
reemisién de cuakjulera de dichas patentss; (d) para procesos de interferencia u otros procesos de
prioridad que Involucran dicha Invencidn; y (e) para procedimientos legales que involucran dicha
invencitn y cualquier solicitud de la misma y cualquier patente concedida sobre la misma, incluyendo sin
imitacion procedimientos de oposicién, procedimientos de cancelacidn, disputas de prioridad, procesos
de uso piblico, acciones de violacién y acciones de la corte; con la condicién que los gastos incurridos
por dicho CEDENTE al proporcionar dicha cooperacién deban ses pagados por GENETECH, INC.

Los términcs y garantias de esta cesion deben lastimar a bensficié de dicha GENETECH, INC.
5uS sucesores, cesionarios y otros represemiantss legales, y debera ser obliganie sobre dichos
CEDENTE, sus respectivos herederos, representantes legales y cesionarios.

Dicho CEDENTE por la presente garantizan y manifiestan que no ha entrado y no entrara en
ninguna cesién, contrato o entendimiento en conflicto con la presente.

EN TESTIMONIO DE LO CUAL suscribimos como sigue:

(Fimma)
South San Francisco Avi J. Ashkenazi

Fechado: 2/17/ 05

PATENTE
R LLO: 015798 CUADRO: 0779
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(Convention de La Haye du 5 octobre 1961) l{ o L/

1. Country: United States of America

This public document
2. has been signed by E. Bomnett

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 twenty-third of April, 2007

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

e

Patrick O. Hatchett

8. No. 07020554-3

9. Seal/Stamp:
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AGBIGNMENT

WHEREAS, Avi J. Ashkenazl, a citizen of US, resiing st 1468 Tarrytown Gtrest, San Mateo,
CA 94402 {hereinafter "ASSIGNOR"), has irventad a new and useful Invention In

Misthods of using death receptor lgands and €020 sntihodiss

for which a provisional application Serfal Na, 80/0668,6563, if received (Dc-nht No. PR2031-1A) hasbeen
flled by Nm on March 30, 2008; and ]

WHEREAB, GENENTECH, INC., a corporstion organized and sadeting under and by virtus of the
laws of tha Stmte of Delawsrs, having a piace of business st 1 DNA Way, South San Franclsco,
California 84080-4890, is desirous of acquiring an Intarest In end"to sald invention, and in and to the
Lotters Patents to be obtained therefor;

NOW, THEREFORE, be it known by all whom It mey concem;

Thet for good end valuabia considaration the recelpt of which s hersby acknowledged, the sald
ASBIGNOR have and do hersby sell, sssign, tranafier and set over unto the sald GENENTECH, INC., its
_sucoessors and assigng, the full and axciusive right, Title and interest including sl ights under tha Parls
Convention for the Protection of industrial Property, In and to seld Invention, and In and to any and all
_ Latters Patents to bs grented and Issued thersfor or any continustion, division, renewal, or substituts
thersof, and as to Letters Patanta any relasue or re-examination thareof, not only far, to, and in the
Unitad Bcates of Amaerics, Its temrritoriea and posssssions, but for, to and In all other countries; and It has
bash and Is hersby suthorized and requested that the appropriste government agsnoles lssue sald Latters
Patants 10 sald QENENTECH, INC., In accordance with this Assignment.

Seld ABBIGNOR covanants and agress to coopersta with GENENTECH, INC., to enable sald
GENENTECH, INC. t enjoy to the fullsst extent the.right, title and Interest herein conveyed in the
United Btutes and forsign countries. Such cooparation by sald ASSIGNOR includes prompt production
of partinent facts and documenta, giving of testimony, axsoution of petitions, osths, specifications,
declarations or othor papera, and othar asaistancs all to the extent deemad necessary or desirable by
sald GENENTECH, INC., (a) for perfecting the right, tith and Interest herain conveyed; (b) for
prosecuting any of seid applications; {c) jor filing and prosscuting applications for ralssuance of any of
seid patents; {d} for Intarferenoe or other priority proosedings invoiving said invention; and (s} for lagel
proceadings involving seid invention end any spplications thersfor and any petents granted therson,
Inaluding witheut limitstion oppodsition proceedings, cancellation proceedings, priority contests, publie
use preasadings, infringsmant actions and court actiona; provided, howaver, that the sxpense Incurred
by sald AGBIGNOR In providing such cooperstion shall be pald for by sald GENENTECH, INC.

The tarms and covenants of this assignment shal inurs to the beneflt of sald GENENTECH, INC.,
Its succesaars, sssigna and ather legal reprasentstives, and shall bs binding upan said ABSIGNOR, their
reapective helrs, lsgal represemtatives and assigna.

Sald ASSIGNOR hereby warranta and represanta that he has not entered and will not enter Imto
any assignmam, contract, or undarstanding in conflict herewith.

IN WITNESS WHEREOF | underaign as follows;

South 8an Francisco o Is'h g M
Dated: [ g vl J. Alhhnlzl

REC RDED: 08/24/2006

PATENT
REEL: 016663 FRAME: 0177
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TRADUCCION AL ESPANOL del Documento de Cesién a GENENTECH, INC.
firmado por los cedentes y el cesionario.

APOSTILLA
(Convencitn de La Haya del 5 de octubre de 1861)

1. Pals: Estados Unidos de América

Este documento plblico
2. ha sido fimado por E. Bomeit
actuando en capacidad de Funcionario que Certifica
4, lleva el sellotimbre de la Oficina de marcas y patentes

w

Certificado

5. en Washington D.C.

6. el veintitrés de Abril de 2007

7. por el Funcionario de autenticaciéon asistente, Departamento de Estado
de Estados Unidos

8. © No. 07020554-3

9. Selloftimbre 10. Fima

(Firma)
Patrick O. Hatchett

[sello]
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LOS ESTADOS UNIDOS DE AMERICA
A TODO AQUEL QUE PUEDA LLEGARLE LA PRESENTE:

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

Marzo 5 de 2007

ESTE ES PARA CERTIFICAR QUE EL ANEXO ES UNA COPIA VERDADERA
DE LOS ARCHIVOS DE ESTA OFICINA DE UN DOCUMENTO ARCHIVADO
EL 28 DE FEBRERO, 2005.

Por autoridad del
Subsecretario de Comercio para la Propiedad Intelectual
y Director de la Oficina de Marcas y Patente de Estados Unidos

E. BORNETT
Funcionario que Certifica



L A |

HOJA DE PORTADA DEL FORMULARIO DE S e s e

REGISTRO

SOLAMENTE PATENTES
ntes: Por fevor archive los documentos originales anexos o coplas de tos mismos

Comisionado Asletents
10. Nombwe da la{s} parts(s) codente{s):
AVl J. Ashkenazi

15u snesu{n) nomive(s) adiclonai{ss) de peria(e) codaninfal? _8 X No

12. Nsturalaza del raspeso:
X Caslén Fusidn
Acuerdo de Seguridad
Cambilo de Nombre
Olro:
Facha de Ejecucién: 5/15/2005

Expaciarts dé shogads No. PR21T9

11. Nombre y direccion de la{s) paris{s)
recepiora(e)
Nombre: GENENTECH, INC.
Direccién intema:
Direccién: 1 DNA Way
Ciudad: South San Francisco Estado: Coliiomia

ZIP: 94050 4890
458 enexan Nombra(s) y direccién{es) adiclonaies}? _81 X No

13. Numero{s) de solicitud o niimero(s) de patants:

Sl esia documanto ae preseiTia Junio con una nueva soliciiud, ls facha de ejacucin de la soliclid es:

A Soldixd de paienis Nofs)
60/696,553

enviar ia comespondencia:

Diana L. Marschang
GENENTECH, INC.

1DNA Way
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CESION

CONSIDERANDO QUE, Avi J. Ashkenazi, un ciudadano de los EU, residente en 1456 Tamytown
Street, San Mateo, CA 94402 (en adelante referkios como "CEDENTE"), han inventado una invencitn
nueva y util

METODOS PARA UTILIZAR LIGANDOS DE RECEPTOR MUERTO Y ANTICUERPOS CD20

para la cual se presentd la soficitud provisional con No. de Serie 60/666,553 (Expediente No. PR2031-1A)
ol 30 de Marzo de 2005; y

CONSIDERANDO QUE, GENENTECH, INC., una corporacion organizada y existents bajo y-por
virtud de las leyes del Estado de Delaware, que tiene oficinas en 1 DNA Way, South San Franclsco,
Callfornia 94080-4990, esth deseosa de adquirir un interés en y para dicha invencldn, y en y para las
patentas que se obtendrén de la misma,

AHORA, POR LO TANTO, téngase por sabido por fodo aque! que le conciema:

Que por una consideracién buena y valiosa el recibo de la cual 58 reconoce por la presents,
dicho CEDENTE ha y por la presente vende, cede, transfiere y raspasa a dicha GENENTECH, INC. sus
sucesores y cesionarios, el deracho, titulo @ interés completo y exclusivo incluyendo todos los derechos
bqohCGnvamnbndeParsmlaPMndolaPmpledadlndwml en y para dicha invencién, y en
yparawalqunmylndas las patentes que se concedan y emitan para la misma o cualquier continuacion,
divisidn, rencvacion, o sustituclbn de la misma, y en cuanto a patenies cualquier resmision o
resxaminacién ,de ias mismas, no solo para, por y en los Estados Unidos de América, sus temitorios y
posesiones, sin para, por y en todos los ofros palses; y se ha y por fa presente se autoriza y solicita que

‘Iuwgubemmnhbsmmemm dichas patentes a GENENTECH, INC. de acuerdo con
osta

\

. -rDicho CEDENTE garantiza y acuerda cooperar con GENENTECH, INC., para posibilitar a dicha
GENETECH, INC., a disfruter hasta su méxima extensién el derecho, titulo @ interés aqui cedido en
Estados Unidos y los paises exiranjeros. Tal cooperacién por dichos CEDENTE incluye la pronta
produccion de hechos y documentos pertinentes, dando testimonio, ejecutando peticiones, juramentos,
especificaciones, declaracionss u ofros documentos, y ofra ayuda todas hasta el punto considerado
necesario o deseable por dichas GENETECH, INC. (a} para perfeccionar el dereche, titulo e interés aqut
cedido; (b) para procesar cualquiera de dichas solicitudes; () para presentar y procesar solicitudes de
reemision de cualquiera de dichas patentes; (d) para procescs de interferencia u ofros procesos de
prioridad que involucran dicha invencidn; y (e) para procedimientos legales que involucran dicha
invencion y cualquier soficitud de la misma y cualquier patents concedida sobre la misma, incluyendo sin
limitacidén procedimientos de oposicidn, procedimientos de cancelacion, disputes de prioridad, procesos
de uso pablico, acciones de violacion y acciones de la corte; con la condicidn que los gastos incurridos
por dicho CEDENTE al proporcioner dicha cooperacidn deban ser pagados por GENETECH, INC.

Los términos y garantias de esta cesién deben lastimar a beneficié de dicha GENETECH, INC.
sus sucesores, ceslonarios y otros representantes legales, y deberd ser obligante sobre dichos
CEDENTE, sus respectivos herederos, representantes legales y ceslonarios.

Dicho CEDENTE por la presente garantizan y manifiestan que no ha enirado y no entrard en
ninguna cesién, contrato o entendimiento en conflicto con |a presente.

EN TESTIMONIO DE LO CUAL suscribimos como sigue:

Firma
South San Francisco Avi J. Ashkenazi

Fechado: 8/15/ 05

PATENTE
CERTIFICAD : 08/24/2005 R LLO: 015798 CUADR : 0779



