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RESPUESTA A OFICIO 3274 DEL 09 DE MARZO, 2007

REF: Expediente No. 07 012.528 - Solicitud de Patente FASE NACIONAL
Corresp. a la Solicitud Intemacional PCT/US2005/027626

a favor de GENENTECH, INC.

Titulada: ANTAGONISTAS HUMANIZADOS ANTI-CMET

JUAN PABLO CADENA SARMIENTO, vecino de Bogota, portador de la tarjeta
profesional No. 57492, obrando como apoderado de la sociedad GENENTECH,
INC., seguin lo acredita el documento de poder presentado en esa Divisién, para dar
cumplimiento al requerimiento notificado por fijacién en lista el 08 de Marzo de 2007,
y de acuerdo con los Articulos 38 y 38 de la Decisién 488 de la Comisién 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 allegar:

1. Dos (2) documentos donde consta la cesion del derecho a la Patente otorgado
por los inventores al solicitante, debidamente apostillados, junto con sus
comrespondientes traducciones al castellano.

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

3. Extracto para publicacién y Tarjeta de Archivo Tematico.

De |a sefiora jefe atentamente,

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

Bogotd, 07 de mayo do
CHP/MEV/har.

BRIGARD & CASTRO ABOGADOS S.A. — NIT. 860.047.372-8
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Industria y Comercio DIVISION DE NUEVAS CREACIONES
SUPERINTENDENCIA TARJETA ARCHIVO TEMATICO
PATENTE DE INVENCION ; PCT ! MODELO DE UTILIDAD ____ DISERO INDUSTRIAL _
(21) N* de solicitud: 07 012.528 {22) Facha de solicitud: 08-02-2007

(51) Cisslficacién intemacional :

bao, b »w

(71}Solicitants(s)  GENENTECH, INC.

(72} Inveniorfes) Mark S. Dennis, Karen Billeci, Yudy Young, Zhong Zhang

{74} Agente: JUAN PABLO CADENA SARMIENTO

(30) Pridded (31) No.Proidad (32) Fecha  (33) o FIGURA CARACTERISTICA
60/56,091 05-08-2004 Us

(85) Fecha Inicio fase nacional: 05-03-2007 (87) Publicacién intemacional:

(86) Datos relativos a la presentacion de la solic. PCT Fecha: 09-02-2008
Fecha de presentacién de la solictiud: 04-08-2005| No. Publicacién: WO0/2006/015371 A3

No. de soliciiud  PCTAUS2005/027628

(54) Tulo:  ANTAGONISTAS HUMANIZADOS ANTICMET

(57} Relvindicacion({es): 1. Un anticuerpo anti-c-met que comprende:

(a) por lo mencs una secuencia HVR seleccionada entre el grupo conformado por:
CONTINUA AL RESPALDO ...




() HVR-L1 que comprende la secuencia A1-A17,
donde A1-A17 es KSSQSLLYTSSQKNYLA
(SEQ D No: 1)

(i) HVR-L2 que comprende la secuencia B 1-B7,
donde B 1-B7 es WASTRES (SEQ ID No:2)

(i) HYR-L3 que comprende la secuencia C1-C3,
donde C1-C9 es QQYYAYPWT (SEQ ID No:3)

(iv) HVR-H1 que comprende la secuencia D1-D10,
donde D1-D10 es GYTFTSYWLH (SEQ ID No:4)

(v} HVR-H2 que comprende la secuencia E1-E18,
donde E1-E18 es GMIDPSNSDTRFNPNFKD
(SEQ ID No:5)

(v) HVR-H3 que comprende la secuencia F1-F11,
donde F1-F11 es XYGSYVSPLDY (SEQ ID
NoiB)yXnoesR;y

(b} por o menos una variante HVR, donde la variate

HVR comprende la modificacién de por lo menos un
residuo de la secuencia representada en SEQ ID No:
1,2,3,4,506.

El anticuerpo de la reivindicacion 1, donde F1 en una

" variante HYR-H3es To S, F3esRoSyFes .

El anticuerpo de la rmeivindicacion 1, donde el
anticuerpo es humanizado.

rre s o}
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SUPERINTENDENCIA SOLICITUD DE PATENTE DE INVENCION PCT
(1) N* da salicitud: 07 012.528 (51) Im. CL:
. 122} Facha de solickud: 08-02-2007 (71)Solicitante(s): GENENTECH, INC.
(30)Priocidad  (31) No.Prioided (32) Fecha (33) Pals | (72) Inventor{as): Mark S. Dennle, Karen Billeci, Yudy Young,
60/598,901 05-08-2004 US | Zhong Zheng
| (74) Agents: JUAN PABLO CADENA SARMIENTO
(85) Fecha iniclo fase necionak; 05-03-2007 (87) Publcacién intemacional
(86) Daios relalivos a la prasentacitn de la sokcitud PCT Fecha: 09-02-2008
Fecha de presentecion de ia soliciiud: 04-08-2005 N* publicacién; WO/2008/015371 A3
No. de soficiiud PCT/US2005/027628
(54) Thulo: ANTAGONISTAS HUMANIZADOS ANTI-CMET

Reivindicacion{es): 1. Un anticuerpo anti-c-met que comprende:

(a) por lo menos una secuencia HVR seleccionada entre ol grupo conformado por:

(i) HVR-L1 que comprends la secuencla A1-A17, donde A1-A17 es KSSQSLLYTSSQKNYLA (SEQ ID No:
1) .
(ii) HVR-L2 que comprende la secuencla B 1-B7, donde B 1-B7 es WASTRES (SEQ ID No:2)
(i) HVR-L3 que comprende la sacuencia C1-C8, donde C1-C9 es QQYYAYPWT (SEQ ID No:3)

(ivy HVR-H1 que comprende la secuencia D1-D10, donde D1-D10 es GYTFTSYWLH {SEQ ID No:4)

(v HVR-H2 que comprende !a sacuencia E1-E18, donde E1-E18 as GMIDPSNSDTRFNPNFKD (SEQ
ID No:5)

{(vi) HVR-H3 que comprende la secuencla F1-F11, donde F1-F11 es XYGSYVSPLDY (SEQ ID No:8) y X
noesR;y

(b) por lo menos una variante HVR, donde la variante HVR comprende Ia modificacion de por o menos un

residuo de la secuencia representada an SEQ IDNo: 1,2,3,4,506.

2. El anticuerpo de 1a reivindicacidn 1, donde F1 en una variante HYR-H3es To S, F3esRoSyF7es T.
3. El anticuerpo de la meivindicacion 1, donde el anticuerpo es humanizado.
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'F" INTERNATIONAL PRELIMINARY REPORT ON PATENTABILI
(Chapicr I of the Patcnt Cooperation Treaty)
(PCT Rule 44bis)
Applicant’s or agent’s file refercnce FOR FURTHER ACTION Sec item 4 below
P2138R1
Intcrnational application No. International filing date {(daymonth/year) Priority date (daymonth/year)
PCTAUS2005/027626 04 August 2005 (04.08.2005) 05 August 2004 (05.08.2004)

International Patent Classification (8th edition unless older edition indicated)
Ses relevant Information in Form PCTASA/237

Applicant

GENENTECH, INC.

1. ‘Thisintemational preliminary report on patentability (Chepter I) is ixsued by the International Bureau on belalf of the
Intemetional Searching Authority ander Rulc 44 bis.1(s).
2. ‘This REPORT conaists of a total of 14 sheets, including this cover shect

In the attached sheets, any referonce to the written opinion of the Intemational Searching Authority should be read as a reference
to the international preliminery roport on palentability (Chapier I) instead.

3. This report conlzins indications relating Lo the following items:

X BoxNe.1 Basis of the repart

[[] BoxNo.m Priority :

X BoxNo.m Non-establishment of opinion with regard to novelty, inventive step and industrisl
epplicability

[[] BoxNo.tv Lack of unity of inveation

X{ BoxNo.v Reasaned statsment under Articlo 35(2) with regard 10 novelty, inventive step or indastrial
applicability; citations and explanations supporting such staternent

E Box No. VI Certain documents clied

[] BoxNo.vm Certain defects in the imernational application

P4 Boxno.vm Cextain observations on the intermational application

4. The International Buresu will communicaic this report 10 designated Offices in accordance with Rulcs 445is.3(c) and 93bis.] but
nol, except where the applican! makes an express reqoest undor Article 23(2), before the explmation of 30 months from the priority
dale (Rulo 44bir .2).

Dals of issuance of this report
06 February 2007 (08.02.2007)
The International Burean of WIPO Authorized officor
3, chemin des Colombettes .
* 1211 Geneva 20, Swiizeriand Yolaine Cussac
Fecsimile No. +41 22 338 82 70 e-mail: ptl 1.pct@wipo.int

Form PCT/IB/373 (January 2004)
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PCT

WRITTEN OPINION OF THE
soe form PCTASAR220 J INTERNATIONAL SEARCHING AUTHORITY
iy K@ (PCT Rule 43bis.1)
Dette of malling
(dapinordhiesr) wee form PCTASAZ10 {(second sheat)
Applicant’s or agenty file reference FOR FURTHER ACTION
see form PCTASAZ220 See paragraph 2 below
Intemationss apphication No. international fling dete fduyénonthymar) Priortty date (duystnarthyear)
PCTAJS2005027626 04.08.2005 05.08.2004

imemational Patant Classiication (IPC) or both national classificstion and IPC
INV. CO7K 1628 CO7K18M8 AG1K394895 A61P3500 C12N1513 C12Nt12t

Applicart
GENENTECH, INC.

the applicart choosaes an Authorlty
will not be 50 considered.
Iif this oplnion ls, as

whichever explres iater.
For further options, see Form PCTASAZ20,

1. This opinion contains indications relating to the following tems:

Non-astablishmant of opinion with regard to novelty, Inventiive step and Industrial applicablity

Reasoned statement under Rule 43b4s.1(a)(l) with regard to novelty, Inventive step or industrial

Bl BaxNo:|  Basis of the opinion
O BoxNo.ll  Priordty
E Box No. Il
O BoxNo.V  Lack of untty of lnvention
Rl Box No.V
applicability; cltations and explanations supporting such statement
B Box No.Vl Certain documents cited
O Box No. VIl Certaln defects In the International application
E Box No. VIl Certaln obsetvations on the intsmational application

¥ a demand for International preliminary sxamination ls made, this opinion will usually be considerad to be a
written opinion of the International Preliminary Examining
other then this one o be the IPEA and
Intemational Bureau under Rule 68.14fs({b) that written opinlons of this iIntamational Searching Authority

provided above, mmﬂemdhbonwﬂthnoplnbnofﬂnIPEA.ﬂlelmllcmtlsImhdb
submit to the IPEA & written reply together, where appropriate, with amendments, before
from the date of malling of Form PCTASAEZOorbafmnthee:phtbnonZmonmsfmmﬂnprbrllydm

3. Forfurther detalls, see notes to Form PCTASAZ220.

Author "IPEA") excapt that this does nat
R A @ chosen IPEA has the

wheare

expiration of 3 months

Narne snd malling address ot the [SA:

———

European Pabent Office - P.B. 5818 Patentisag 2 snm
NL-2280 HV Rijswik - Paye Bas

Tel. +31 70 340 - 2040 Tx: 31 851 sponl
Fax: +31 70 340 - 3016

Dete of
this apinian

PCTISA210

of | Authorizad Officer o~
Luyten, K { }
Tolophone No. 431 703408224

Form (PCTASARS7) (Cover Sheer) (Apri 2005)
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.y - WRITTEN OPINION OF THE Intsmational application No.

ud

INTERNATI NAL SEARCHING AUTHORITY PCTAIS2005027626

Box No.| Basis of the opinion

1. With regard to the language, thiz opinion has baen established on the basis of:
B the intemational application in the language In which it was filed

O a translation of the intemational application imto  , which is the language of a translation fumished for the
purpaoses of intemational search (Rules 12.3(a) and 23.1 (b)).

2. With regard io any nucleotide andior amino acld sequence disciosed In the intemational application and
necessary to the claimed invention, this opinion has been established on the basis of:

a. type of material:
® asequence listing
O table(s) related to the sequence listing
b. format of material:
B onpaper
& in electronic form
c. time of flingfumishing:
O contained In the intemational application as filed.
0 filed together with the Intemational application in slectronic form.
fumnished subsequently to this Authority for the purpoaes of search.

3. B In addition, In the that more than one version or copy of a sequence listing andbr table relating thereto
opioa i kiartoaI 1tk v the Sploaion a5 fled of G064 na G peyond the apploason as 1ed, @
appropriate, were fumnished.

4. Additional comments:

Form PCTASA/237 (Apri 2008)
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. INTERNATIONAL SEARCHING AUTHORITY PCTAIS2005027626

3

Box No. Il Non-establishment of opinion with regard to novelty, Inventive step and Industrial
applicabliity

The questions whether the claimed invention appears o be novel, io invoive an Inventive step (to be non
obvious), or to be industrially appiicable have not been examined in respect of

O the entire intemational application

B clalms Nos. 1-34 (all partially); 45 (partiaily) and 48-50 (all compietely) with respect to industrial applicability

bacause:

B the sald international application, or the sald claims Nos. 45 (partlally) and 48-50 (all completely) with
respect 1o iIndustrial applicabilily relate to the following subjact matter which does not require an
Iinterational search (speciy):
see separate shoet

i the description, claime or drawings (indicate particular elements below) or sald claims Nos. 1-34 (all
partially) are so unclear that na meaningful opinlon could be formed (specify):

see separate aheet

the claims, or sald claims Nos. 1-34 (afl partially) are so inadequately supported by the description that no
meaningful opinion could be formed (specily):

200 separate sheet
0O no intemational search report has been established for the whole application or for said claims Nos.

0 a meaningful opinion could nat be formed without the sequence listing; the applicant did not, within the
prescribed time limit

O fumish a sequence listing on paper complying with the standard provided for in Annex C of the
Administrative Instructions, and such listing was not avalilable to the Iniernational Searching
Authority In a form and manner acceptabile 1o it

O fumish a sequence listing in electronic form complying with the standard provided for in Annex C
of the Administrative Instructions, and such ligting was not avallable to the intemational Searching
Authority in a form and manner acceptable o it.

O pay the required late fumishing fee for the fumishing of a saquence listing In response to an
Invitation under Rules 13fer.1(a) or (b).

O a meaningful opinion could not be formed without the tables refated to the sequence listings; the applicant
did not, within the prescribed time limit, fumnish such tables in electronic form complying with the tachnical
requirements provided for in Annex C-bis of the Administrative Instructions, and auch tables were not
available to the Intemational Searching Authority in a form and manner acceptabie to it.

O the tables related to the nucleotide andbr amino acld sequencs listing, if in electronic form only, do not
comply with the technical requirements provided for In Annex C-Lis of the Administrative Instructions.

{0 See Supplemental Box for further detais

Form PCTASA/ 237 (Aprll 2005)
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. v'* WRITTEN OPINION OF THE Intemational application No.
. INTERNATIONAL SEARCHING AUTHORITY : PCTAJS2005027626

Box No.V Reasoned statement under Rule 43b/s.1(a){l) with regard to noveity, inventive step or
Industrial applicabllity; cliations and explanations supporting such statement

1. Statement
Novelly {N) Yas: Claims 1-14, 20-23, 36-37, 4244 and 48
No: Claims 15-19, 24-35, 3841, 45-47 and 49-54
inventive step (IS) Yee: Claime
No: Claims 1-54
Industrial applicabllity (LA) Yes: Claims 1-44, 51-54

No: Clalms

2. Cltations and explanations
see separate sheet

Box No.Vl Cerialn documents clited

1. Certain published documents (Rules 43bis.1 and 70.10)
and /or

2. Non-written disclosures (Rules 43t¥s.1 and 70.9)
see form 210

Box No. VIt  Certain observations on the Intemational application

The following observations on the clarily of the claims, description, and drawinga or on the question whether the
claims are fully supported by the description, are made:

860 soparate sheet

Form PCTASA/237 (Apdi 2005)
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WRITTEN OPINION OF THE Internatiogal application No.
INTERNATI NAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2005/027626
SECTION Il

1  The antlbodies of claims 1-14 and 20-23 are defined by comprising “at least one
variant HVR, wherein the variant HVR comprises modification of at least one
residue®, therefore claims 1-14 and 20-23 relate o an extremely large number of
possible antibodies. However, the description does provide support and disclosure in
the sense of Article 6 and 5 PCT for only a very small proportion of the antibodies
claimed (Examples and Figure 4; see also Section VIl 1.1-1.2).

Claims 15-19 and 24-34 relate to a humanized anti-c-met antibody which has a given
desired property or effect. Support and disclosure is given for only a few antibodies
having said property or effect and it is not known to the person skilled in the art which
humanized anti-c-met antibodies will have said properties (see Section Vlii, 1.3).

The non-compliance with the substantive provisions Is to such an extent, that the
search of claims 1-34 was restricted to the specificalily disclosed 5D5 variants which
have a higher affinity than the monovalent affinity of murine 5D5 (8.3 nM; description
page 97, last line; Figure 4), i.e. the 5D5 variants #92, #78 (=rhuOA-5D5.v2), #75 and
#95 (the search was done based on the sequence information available for these
vanants).

2 Claims 45 (parially, as far as an in vivo method Is concemed) and 46-50 (all
completely) relate to subject-matter considered by this Authority to be covered by the
provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with
respect to the Industrial applicability of the subject-matter of these claims (Article

34(4)(a)(1) PCT).
SECTION V
1  PRIOR ART

1.1 Reference Is made to the following documents:

D1: WO 968/38557 A1 (GENENTECH, INC; Schwall, Ralph, H; Tabor, Kelly, Helen)

Form PCT/SA/257 (Separate Shewt) (Sheet 1) (EPO-Aprll 2005)



WRITTEN OPINION OF THE International appiication No.
- INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2005/027626

5 December 1996 (1996-12-05) cited In the application
D2: Morton P A et al: "In vitro and in vivo activity of fully-human monoclonal
antibodies to c-met protein tyrosine kinase” Proceedings of the Annual Meeting
of the American Association for Cancer Research, New York, NY, US, vol. 44,
July 2003 (2003-07), page 1116, XP001194900 ISSN: 0197-016X
WO 2004/016769 A (ABGENIX, INC; Gudas, Jean, M; Haak-Frendscho, Mary,
Foord, Orit; Liang) 28 February 2004 (2004-02-26)
LEE C V et al: "High-affinity Human Antibodies from Phage-displayed Synthetic
Fab Libraries with a Single Framework Scaffold” Joumnal of Molecutar Biology,
London, GB, vol. 340, no. 5, 23 July 2004 (2004-07-23), pages 1073-1093,
. XP004518119 ISSN: 0022-2836 cited in the application .

8

¥

1.2 Document D1 discloses the production and characterization of the murine anti-c-met
antibody 5D5, and the DNA clorning, sequencing, expression (E. coli) and
characterization of the 5D5 Fab (Examples 1-2 and 10-15). SEQ ID NO: 1-6, 183-185
and 191-192 of the present application are 100% identical to the HVRSs of 5D5. D1
also discloses a method of inhibiting c-met activated cell proliferation, wherein BaF3
cells expressing human ¢c-met are contacted with the 5D5 Fab and biock cell
profiferation in the presence of HGF (hepatocyte growth factor) (Example 9A). D1
suggests and claims the use of an c-met (HGF receptor) antagonist, e.g. an antibody,
for treating cancer (whole document).

1.3 Document D2 discloses human anti-c-met antibodies (scFvs) that inhibit binding of
hepatocyte growth factor to c-met with an IC50 of less than 50 nM. D2 also discloses
fully-human anti-c-met IgG1 with an affinity for c-met In the range of 0.8 to 55 nM
measured using a BlAcore assay. These antibodies compete with HGF for c-met
binding at 0.45-2.9 mM. The anti-c-met IgGs of D2 stimulate c-met activity, and only
inhibit c-met dependent cell profiferation at concentrations higher than 100 nM. D2
furthermore suggests the use of affinity-matured monovalent versions of fully-human
c-met IgG to modulate c-met activity in human cancers (whole document).

1.4 Document D3 discloses an anti-MCP-1 antibody comprising & light chain variable

domain, which comprises HVR2-LC/SEQ ID NO: 184, FR4-LC/SEQ ID NO: 182, and
the CL1 sequence according to SEQ ID NO: 186 of the present application (D3, SEQ

Form PCTASA/ZYY {Separaie Sheet) (Sheet 2) (EPC-Aprl 2005)
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WRITTEN OPINION OF THE |mmm< application No.

INTERNATI NAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2005/027626

ID NO: 92).

1.5 Document D4 discloses a method for the affinity maturation of human antibodies by
using HVR (CDR) diversity libraries. This approach was used to select an
ant-mVEGF antibody with sub-nanomolar affinity (0.016 nM) (whole document).

2 NOVELTY (Art 33(2) PCT)

2.1 The anti-c-met antibody of D1 contains the six HVRs according to SEQ ID NO: 1 10 6,
but does not contain a variant HVR. Therefore, claim 1 Is novel over D1. No other
document appears to disclose an anti-c-met antibody with a variant HVR-H3
according to the SEQ ID NO: 175 to 178 (S5D5 variants #92, #78, #75 and #95). Thus,
claims 1-14 and 20-23 appear, to be novel. Though, note that claim 1 has been
searched only partially due to lack of clarity and support (see Sections 1l and VIIl).

2.2 The humanized anti-c-met antibodies of independent claims 15, 16, 24, 27 and 30
are defined by the result to be achieved, whereby the desired functions, "monovalent
affinity for human c-met”, "inhibits binding human hepatocyte growth factor to its
receptor®, "inhibits human hepatocyte growth factor (HGF) receptor activation®, or
"inhibits c-met-dependent cell proliferation™ are compared to a reference antibody.
The human anti-c-met scFvs and igGs of document D2 have not been tested in
comparison with the same reference antibody as in the application, however, It
appears that their affinity for human ¢-met and binding Inhlbttion (IC50) fall within the
same range as for the antibodies of the examples and the antibodles as claimed.
Therefore, claims 15-19, 24-26 and 33-34 are not novel over D2. Although, the anti-c-
met IgGs of D2 stimulate ¢-met activity, and only inhibit cell proliferation at
concentrations higher than 100 nM, no data are provided in D2 with respect to the
anti-c-met scFvs and their effect on c-met actlvation and c-met dependent cell
proliferation. But, the anti-c-met scFvs might have the functional features of the
antibodies of claims 27-32, and therefore D2 also anticipates the novelty of claims
27-32.

2.3 The 5D5 antibody of document D1 comprises a heavy chain varlable domain
comprising HVR1-HC and HVR2-HC (SEQ ID NO: 191 and 192) and a light chain

Form PGTASA/237 (Separaie Sheat) (Sheet 3) (EPO-Aprl 2005)
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) INTERNATIONAL SEARCHING _
AUTHORITY (SEPARATE SHEET) PCT/US2005/027626

24

2.5

2.6

2.7

variable domain comprising HVR1-LC, HVR2-LE and HVR3-LC (SEQ ID NO: 183-
185). Therefore, D1 anticipates the novelty of claims 35, 38 and 41. D1 does not
comprise any of the framework (FR) or constant reglons (CH1, Fc) of claims 36 and
37, therefore claims 36 and 37 appear to be novel over D1. The 5§05 antibodies of D1
are either monovalent (Fab) or comprise an Fc region (IgG1/Kappa), but D1 does not
disclose an 505 antibady that is both monovalent and comprises an Fc region.
Therefore, claims 42-44 are novel over D1. D1 also disclose the nucleic acid
encoding a 5D5 antibody, a host cell carrying said nucleic acid and compositions
contalning a 5D5 antibody. Thus, claims 51-53 are not novel over D1. Since, the term
“"camier” is very broad and also covers a buffer, D1 also anticipates the novelty of
claim 54.

The anti-MCP-1 antibody of document D3 comprises a light chain variable domain,
which comprises HVR2-LG/SEQ ID NO: 184, FR4-LG/SEQ ID NO: 182 and the CL1
saquence according to SEQ ID NO: 186, therefore D3 anticipates the novelty of
clalms 38-40.

The method of inhibiting ¢-met activated cell proliferation using the anti-c-met 5D5
Fab as in D1, anticipates the novetty of claim 45.

Dua to the broad definition of the disease (diseasa associated with dysregulation of
the HGF/c-met signaling axis (claim 46); proliferative disorder (claim 49)) and/or the
antibodies, the use of an anti-c-met antibody as in documents D1 and D2 for treating
cancer, anticipates the novelty of claims 46-47 and 49-50. Though, neither D1 nor D2
disclose the use of an antl-c-met antibody for treating lung cancer, brain cancer,
kidney cancer, gastric cancer, colorectal cancer and/or pancreatic cancer. Therefore,
claim 48 appears to be novel over D1 and D2.

Thus, claims 1-14, 20-23, 36-37, 42-44 and 48 appear to be novel. Though, the
present application does not meet the criteria of Article 33(1) PCT, because the
subject-matter of claims 15-19, 24-35, 38-41, 45-47 and 49-54 is not new in the
sense of Article 33(2) PCT.

INVENTIVE STEP (Art. 33(3) PCT)

Form PCT/SA/237 (Separate Sheet) (Sheet 4) (EPOC-Aprl 2005)
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3.1 Document D1 is regarded as being the closest prior art to the subject-matter of claims

3.2

3.3

3.4

3.5

1-14, 20-23, 36-37, 42-44 and 48.

Said claims differ from document D1 in that the sequence of the (anti-c-met) antibody
is different (claims 1, 36-37, 42-44) or that the cancer to be treated is lung cancer,
brain cancer, kidney cancer, gastric cancer, colorectal cancer or pancreatic cancer
(claim 48). The effect of these differences is not known. The problems to be soived
by the present invention may therefore be regarded as providing an altemative anti-c-
met antibody (claim 1), providing an alternative antibody (claims 36-37, 42-44) or
selecting a cancer fo be ireated with an antibody {(claim 48).

The solutions as in claims 1, 36-37 and 42-44 are not solving the problem posed,
since the antigen-binding domain of the antibodies is not fully defined. Only
antibodies of which the full heavy and light chain variable regions are defined can be
considered to have the characteristics and properties of the antibodies exemplified in
the application (see aiso Section VIII, 1.1-1.2). For the same reasons claims 2-14,
20-23 are not solving the problems posed.

The solution as in claim 48 is also not solving the problem posed, since there is no
support in the description for the medical use of the broad range of antibodies of
claim 48.

if a new independent claim would be provided that is limited to fully-defined
antibodies with support in the description, 1.e. humanized anti-c-met antibodies
comprising a light chain variable domain and a heavy chain variable domain of one of
the following 5D5 variants: #92, #78, #75 or #95 (see Figure 4), whereby the
antibodies are defined by the full sequence of both the heavy and light chain variable
domains by means of the relevant SEQ ID NOs, an inventive step would still be
missing for the following reason:

Said claim would differ from document D1 in that the anti-c-met antibody contains a
human framework and that the HVR-HS3 differs In sequence. The effect of the
different HYR-H3 sequence is that said antibodies have a higher affinity than the

Form PCT/ISA/237 (Separaie Sheet) (Sheet 5) (EPO-Aprl 2008)
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3.6

4.1

murine 5D5 of D1. The problem to be solved by the present invention may therefore
be regarded as providing a humanized anti-c-met antibody with a higher affinlty than
the murine 5D5 (8.3 nM). D2 already discloses human anti-c-met antibodies with an
affinity of 0.8 nM. Moreover, methods far affinity maturation of antibodlies are known
to the person skilled in the art. For example in document D4 picomolar affinities,
0.016 nM, were obtained for an anti-mVEGF Fab. Thus, it would be a routine
procedure for the person skilied in the art to produce, starting from the murine 5D5, a
humanized anti-c-met antibody with a higher affinity than 5D5. Therefore, said
antibodies do not involve an inventive step.

Though, if the antibodies. of the present application would show a surprising effect In
vivo, i.e. if they would be more efficlent in an in vivo pancreatic tumor model than th
murine 5D5, then the antibodies and the use of said antibodles for preparing a
medicament would be inventive. However, the present application lacks comparative
experimental data to support a surprising effect.

In view of the above, the present application does not meet the requirements of
Article 52(1) EPC, because the subject-matter of claims 1-14, 20-23, 36-37, 42-44
and 48 does not involve an inventive step in the sense of Article 56 EPC.

INDUSTRIAL APPLICABILITY (Att. 33(4) PCT)

For the assessment of the present claims 45-50 on the question whether they are
Industrially applicable, no unified criteria exist in the PCT Contracting States. The
patentability can also be dependent upon the formulation of the clalms. The EPO, for
example, does not recognize as industrially applicable the subject-matter of claims to
the use of a compound in medical treatment, but may allow, however, claims to a
known compound for first use in medical treatment and the use of such a compound
for the manufacture of a medicament for & new medical treatment.

SECTION VI

WO 2005/016382 A (PFIZER PRODUCTS INC; ABGENIX, INC; Michaud, Neil R;
Kaliji, Shama; Bor), 24 February 2005 (2005-02-24), Fling date: 4 August 2004,

Form PCTASA/237 (Separaie Sheet) (Sheet 6) (EPO-Apil 2005)
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Priority date: 4 August 2003.
WO 2004/072117 A (PHARMACIA CORPORATION; Morton, Philip, A; Arbuckle, J.,

Alan; Evans, M), 26 August 2004 (2004-08-26), Filing date: 11 February 2004,
Priority date: 13 February 2003.
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SECTION Viil

1

1.1

1.2

CLARITY AND SUPPORT (Art. 6 PCT)

An antibody is structurally made of two light and two heavy chains and the
combination of the heavy and light chain variable regions confers the antigen-binding
properties. As is shown in the present examples, changing just one amino acid
residue in either one of the HVRs or in one of the framework sequences can
drastically change the antigen-binding affinity or even abolish binding of the antibody.
Therefore, to define an antibody by structural features, the sequence of the full heavy
and light chain variable regions of the antibody should be specified. However, in
claims 1-14, 20-23 and 35-44 the variable regions are only partially defined.
Therefore the antibodies are not clearly defined and claims 1-14, 20-23 and 3544 do
not meet the requirements of Article 6 PCT.

Claims 1-14, 20-23 and 35-44 are not only unclear, they are also very broad due to
the different possible variations as a result of expressions like e.g. "at least one.
HVR", "at least one variant HVR", "modifications of at least one residue®, "at least a
portion®, "substitutions in any combination of the following positions®, "variable
domain comprising HVR1, HVRZ2, and/or HVR3" and “"comprises one or more
mutations". However, the antigen-binding properties of all these possible antibodies
are not disclosed, affinity data are only provided for selected clones (see Figure 4).
Therefare, claims 1-14, 20-23 and 35-44 lack support. Also claims 50-54 related to a

" nucleic acid, host cell or composition comprising an antibody of any of sald claims are

1.3

not supported.

Claims 15-19 and 24-34 do not meet the requirements of Article 6 PCT in that the
matter for which protection Is sought is not clearly defined. The claims attempt to
define the subject-matter in terms of the result to be achieved, "wherein monovalent
affinity of the antibody to human c-met Is substantially the same as/at least 3-foid
greater than monovalent affinity of a reference antibody”, "inhibits binding human
hepatocyte growth factor to its receptor better than a reference antibody®, "Inhibits
human hepatocyte growth factor (HGF) receptor aclivation better than a ref rence
antibody”, or "inhibits c-met-dependent cell proliferation better than a reference

Form PCTASA/237 (Separae Sheet) (Sheet 8) (EPO-Aprll 2005)
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1.4

1.5

1.6

1.7

1.8

antibody"™ wherein the reference antibody comprises a light and heavy chaln variable
sequence according SEQ ID NO: 9 and 10. This merely amounts to a statemnent of
the underlying problem, without providing the technical features necessary for
achieving this result. Therefore, said claims lack clarity and support.

Claims 45-49 are not supported by the description as required by Article 6 PCT, as
their scope is broader than justified by the desctiption and drawings. The reasons
therefore are the following: the description only provides support for 2 method of
inhibiting c-met activated cell prolifaration, comprising contacting a cell with antibody
rhuOA-5D5.v2 (claim 45) and the use of antibody rhuOA-5D5.v2 for treating
pancreatic cancer (claims 46-49).

In the medical use claims 46 and 49 the therapeutic application is functionally defined
by a mechanism of action (disease associated with dysregulation of the HGF/c-met
signaling axis; proliferative disorder) which does not allow any practical application in
the form of a defined, real treatment of a pathological condition (disease). Therefore,
said claims are unclear.

Claims 15-16, 24, 27, 30, 3540 and 44 do not meet the requirements of Rule 6.2(a)
PCT, since they contain references to the Figures, There is no reason to refer to the
Figures, sinca the technical features can be defined by the SEQ ID NOs.

Since it Is unclear whether features within parentheses in the claims are limlting or
not, the use of brackets in the claims should be avoided.

The application does not meet the requirements of Article 6 PCT, because claims 1-
54 are not clear and/or lack support.

Form PCTASA/237 (Separaie Shest) (Sheet 6) (EPO-April 2005)
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DOCUMENT OF ASSIGNMENT OF
PATENT APPLICATION

ASSIGNMENT

The Undemigned
Karen BILLECI
Judy YOUNG
Zhong ZHENG

acting as inventors

of Colombian Patent Appin. No. 07012.528
Entitied: HUMANIZED ANTI-CMET
ANTAGONISTS

with domiciles in;
5247 Shelter Creek Lane
San Bruno, Califomia 94086 USA

2833 Tramanto Drive
San Carlos, California 84070 USA

1175 Balclutha Drive
Foster City, Califomnia 94404 USA

hereby declare(s) that they(he) assigns. all
rights of ownership as well as all rights and
privileges relating thereto without exception over
the following patent application in Colombia:

Colombian Patent Appin. No. 07012.528
Entiled: HUMANIZED ANTI-CMET
ANTAGONISTS

to GENENTECH, INC.

domiciled in 1DNA Way, South San Franclaco,
CA 94080-4900., USA.

The assignors and the assignes sign this
document as proof of their accepiance of the
assignment.

Given and signed on the 5_‘_"1 day of March of

Karen BILLECI

Judy YOUN

/8. 0294

H//é)f&@

DOCUMENTO DE TRASPASO DE
SOLICITUD DE PATENTE
CESION
Los Suecritos
Karen BILLECI
Judy YOUNG
Zhong ZHENG

an calidad de inventor

de |la Sol. de Patente Colombiana No.
07012.528

Thulada: HUMANIZED ANTICMET
ANTAGONISTS

con domicilios en

5247 Shetter Creek Lane

San Bruno, California 94086 EUA

2833 Tramanto Drive
San Carlos, Califomia 94070 EUA

1175 Balclutha Drive
Foster City, Calfornia 84404 EUA

doclara por el presente documanto que cede
todos los derechos de propiedad que le
cormespondan, as/ como las prerogativas, sin
excepcion alguna, sobre la siguiente solicitud de
patents en Colombla:

Sol. de Patente Colombiana No. 07012.528
Titulada: HUMANIZED ANTI-CMET
ANTAGONISTS

a GENENTECH, INC.

domiciliada en 1 DNA Way, South San
Francisco, CA 84080-4800., EUA.

El cedante y el cesionaric fiman este
documento como prueba de su aceptacién de la
cesién.

Dado y fimado a los dias del mes de

de 2007

Firma del Caedents

/_—-—3%(—__{ Firma del Cesionario

Zhong ZHENG

Given and signed on the _3tday of March of
2007

Signature of Assignaa

Timothy R. Schwartz
Associate General Counsel — Director
Genentech, Inc.
Authorized Corporate Signatory

(see oMached Colfornia
AW- Pucpose Mknuwledjmrd's)
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State of Callfornia
Countyof __San Mcteo
on Maaih 5,200F  beore me, i ) ;
D - Tk Dow, Notary
personally appeared ¥are “ﬁ%ﬁ‘éa\.%d
O personally known to me

H (or proved to me on the basis of satisfactory evidence)

to be the person{s) whose name(s) is/are subscribed to the
within Instrument and acknowledged to me that
he/shefthey executed the same in his/heriheir authorized
capacity(les), and that by his/herAheir signature(s) on the
instrument the person(s), or the entity upon behalf of
which the person(s) acted, execuied the Instrument.

WITNESS my hand and official seal.

—— iy

Eoetrs of Notary Pubio
OPTIONAL

Though the information below is not required by law, it may prove vaiuable fo persons relying on the document
and could prevent fraudulent removal and reatiachment of this form 1o another dociument.

Desacription of Attached Document )
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Signer(s) Other Than Named Above: _Ydy Young , Zhong Zheng " Timathy B
Schwoardte
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Signer's Name: 1 Signer's Name:
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O Attomey In Fact SR O Attomay in Fact el

O Trustes Top of thumb hare O Trustee Top of thumb here E
O Guardian or Conservator I Guardian or Conservalor T
0 Other: 3 Other:

Signer Is Representing: Signer ls Representing:

R A A L O OO O OO
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personally appeared jué’f—u!aﬁa\%

0O personally known to me

"X (or proved to me on the basis of satisfactory svidence)

to be the person(s) whose name({s) is/are subscribed to the
within Instrument and acknowledged to me that
he/sha/they executed the same in hisheriheir authorized
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which the person(s) acted, executed the Instrument.
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Pais: Estados Unidos de América
Este documento publico

2. ha sido firnado por Christine Marie Ricks
3. actuando en capacidad de Notario Pablico, Estado de California
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ACUERDO PARA TODO TIPO DE PROPOSITOS DE CALIFORNIA

Estado de California )
) ss.
Condado de San Mateo )

El Marzo 5, 2007 , ante mi Christine Ricks, Notario Publico
Fecha Nombre y Titulo del Funcionario (a). “Jane Doa, Notarlo P(iblico”)
se presento Karen Billeci

Nombre{s) del Firmante(s)

D personaimente conocldo por ml

Hay un sello que dice:

probado ante mi en basa a evidencia satisfactorla
KIYOKO SHIMIZU que es la(s) persona(s) cuyo nombre(s) esté(n)
Comision # 1527444 suscrito(s) al Instrumento presente y reconocid
Notario Publico — Callfomnia ania ml que el/alla/elios ejecutaron la misma
Condado de San Diego en suw/sus capacidad(es) autorizada(s), y que por
Mi Comisidn Vence Nov. 18, 2008 sweus firma(s) en el instrumento las personas o

la entidad en nombre de la cual la persona actud

Colocar sallo notarial arriba ejecutd el instrumento.

EN TESTIMONIO, mi firma y sello oficial.

{fimma)
Finna del Notario Prblico

OPCIONAL

Aunque Ia informacion de abajo no es requerida por la ley, puede sor valiosa pare personas que cuentan
con el documeni{o y podria evitar la emocion fraudulenia de este formato y su syjecion & oiro documenio

Descripcién del Documento Anexo
Titulo o Tipo de Documento: __ Cesidn — Colombia

Fecha del Documento: Marzo $, 2007
Firmante(s) Ademas de los Nombrados Arriba:_Judy Young, Zhong Zheng, Timothy R. Schwart>

Capacidad{es) Reclamada(s) por el Firmante(s) Capacldad(es) Reclamada(s) por ol
Firmante({s)

Nombre del Firnante: Karen Billeci Nombre del Firmante:

B Individuo O Individuo

0O Funclonario Corporativo — Tiulo(s): O Funcionario Corporativo = Tltulo(s):
O Socio - [1Limitado O General 0O Soclo- O Limitado 0O General

O Abogado de Hecho O Abogado de Hecho

0 Flado ° gg&%mua O Flado HUELLA DACTILAR
O Tutor Legal o Conservador FIRMANTE O Tutor Legal o Conservador | DEncori DEL
O Otro: O Oftro:

El Firmante Represanta a: El Firmante Representa a;
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ACUERDO PARA TODO TIPO DE PROPOSITOS DE CALIFORNIA

Estado de California )
) ss.
Condado de San Mateo )

El Marzo 5, 2007 , ante mi Christine Ricks. Notario Publico
Fecha Nombre y Titulo del Funclonario (gj. “Jane Doe, Notario Publico”)
se presento Judy Young

Nombre(s) del Firmante(s)

O personalmente conocido por mi

Hay un sello que dice:

probado ante ml en base a evidencia satisfactorla
KIYOKO SHIMIZU que es la{s) persona(s) cuyo nombra(s) asté(n)
Comislon # 1527444 suscrito(s) al instrumento presente y reconocld
Notario Piblico — Califomnia ants ml qua el/ella/ellos ejecutaron la misma
Condado de San Diego en su/sua capacidad(es) autorixada(s), y que por
Mi Comision Vence Nov. 18, 2008 su/sus firma(e) en el instrumento las personas o

la entidad en nombre de la cual la peraona actud

Colocar sello notarlal arriba ejecutd ol instrumento.

EN TESTIMONIO, mi firma y sefio oficial.

(firma)
Firma del Notarlo Priblico

OPCIONAL

Aunque la informacion de abajo no es requeride por Ia ley, puede ser valosa para personas que cuentan
con of documento y podria evitar la remocion fraudulenia de este formalo y su sujecién & otro documento

Descripcion del Documento Anexo
Thtulo o Tipo de Documento: ___Cesgién — Colombla

Fechadel Documento: _ Marzo §. 2007

Firmante(s) Ademds de los Nombrados Amriba: Judy Young, Zhong Zheng, Timothy R. Schwartz
Capacidad(es) Reclamada(s) por el Firmants{s) Capacidad(es) Reclamada(e) por el
Firmante{s)

Nombre del Firmante: Judy Young Nombre del Firmante:

& Individuo O Individuo

O Funcionario Corporativo — THulo(s): _ O Funcionario Corporativo — THulo(s):
O Socio- O Limitado [ General O Socio- O Limiado O General

O Abogado de Hech HUELLA O Abogado de Hecho

O Flado ° muﬂ“é’s‘ﬂ“‘“ O Flado HUELLA DACTILAR
O Tutor Legal o Conservador FIRMANTE O Tutor Legal o Conservador e i\ DEL
0O Otro: O Otro:

El Firmante Represenia a: El Firmante Representa a:
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ESTADO DE CALIFORNIA

[Sello]

SECRETARIO DE ESTADO

APOSTILLA
(Convencién de la Haya del 5 de Octubre 1961)

Pals: Estados Unidos de América

Este documento publico
ha sido firmado por Christine Marie Ricks
actuando en capacidad de Notario Plblico, Estado de California

lieva el sellotimbre de Christine Marie Ricks, Notario Plblico
Estado de Califomnia

CERTIFICADO
En Sacramento, California
el 7mo dia de Marzo de 2007
por el Secretario de Estado Encargado, Estado de Califomnia
No. 363162
Sello/Timbre

Hay un sello que dice: 10. Fima

EL GRAN SELLO DE
EL ESTADO DE CALIFORNIA

(firma)
Secretario de Estado



ACUERDO PARA TODO TIPO DE PROPOSITOS DE CALIFORNIA

Estado de California )
) ss.
Condado de San Mateo )

El Marzo 5, 2007 , ante mi Christine Ricks, Notario Pidblico
Fecha Nombre y Thulo del Funcionario (e]. "Jane Doe, Notario Publico”)

sepresento______ZhongZheng
Nombre(s) del Firmante(s)

O personaimente conocido por mi

Hay un sello que dice:

X probado ante mi en base a evidencla satisfactoria
KIYOKO SHIMIZU que es la(s) persona(s) cuyo nombre(s) esté(n)
Comisién # 1527444 suacrito(s) al instrumento presente y reconocié
Notario Pablico — Callfornla ante ml que el/ella/ellos ejecutaron la misma
Condado de San Diego en swsus capacidad(es) autorizada(s), y que por
MI Comislén Vence Nov. 18, 2008 su/sus fimag(s) en el instrumento las personas o

la entidad en nombre de la cual la persona actud

Colocar sello notarial arriba ejecutd el instrumento.

EN TESTIMONIO, mi firma y sello oficial.

{fima)
Finma del Notario Pibiico

OPCIONAL

Aunque la informacidn de abajo no ee roquerida por la ley, puede ser valiosa para personas que cuernian
con of documenio y podria evitar la remocion Iraudulenta de este formaio y su sujecion a oiro documenio

Descripciéon del Documento Anexo
Titulo o Tipo de Documento: __Cesién — Colombia

Fecha del Documento: ___ Marzo §. 2007
Firmante(s) Ademas de los Nombrados Arriba:_Judy Young, Zhong Zheng, Timothy R. Schwartz

Capacidad{es) Reclamada(s) por el Firmante(s) Capacidad(es) Reclamada(s) por ol
Firmante(s)

Nombre del Firmante: Zhong Zheng Nombre del Firmante;

Individuo O Individuo

O Funcionario Corporativo — THulo{s): ______ O Funclonario Corporativo — THulo(s):
O Soclo- O Limitado O General O Soclo- [ Limitado 0] General

O Abogado de Hecho HUELLA DACTILAR 0O Abogado de Hecho

O Flado DERECHA DEL I Flado HUELLA DACTILAR
O Tutor Legal o Conservador FIRMANTE O Tutor Legal o Conservador DEECHA DEL
0O Oto: 0O Otro:

El Firmante Representa a; El Fimante Representa a:
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ESTADO DE CALIFORNIA

[Sello]

SECRETARIO DE ESTADO

APOSTILLA
(Convencitn de la Haya del 5 de Octubre 1961)

Pals: Estados Unidos de América
Este documento publico

2. ha sido firnado por Christine Marie Ricks
3. actuando en capacidad de Notario Publico, Estado de California
4, lieva el sello/timbre de Christine Marie Ricks, Notario Publico
Estado de California
CERTIFICADO
5. En Sacramento, California
6. el 7mo dia de Marzo de 2007
7. por el Secretario de Estado Encargado, Estado de California
8. No. 363163
9. Sello/Timbre
Hay un sello que dice: 10. Fima
EL GRAN SELLO DE
EL ESTADO DE CALIFORNIA

(firma)
Secretario de Estado



ACUERDO PARA TODO TIPO DE PROPOSITOS DE CALIFORNIA

Estado de California )
) ss.

Condado de San Mateo )

El Marzo 5, 2007 , ante mi Christine Ricks, Notario Publico
Fecha Nombre y THulo del Funcionario {e). “Jane Doe, Notario Piblico”)

se presentd___ Timothy R. Schwartz, Ph.D.
Nombre(s) del Firmante(s)

O personalmeante conocido por mi

Hay un sello que dice:

X probado ante mi en base a evidencia satisfactoria
KIYOKO SHIMIZU que es la(s) persona(s) cuyo nombre(s) estd(n)
Comisidn # 1527444 suscrito(s) al iInstrumento presente y reconocid
Notarlo Publico - Californla ante mi que el/alla/ellos ejecutaron la misma
Condado de San Diego en su/sus capacidad(es) autorizada(s), y que por
M| Comiaién Vence Nov. 18, 2008 su/sus firna(s) en el inatrumento las parecnas o

la entidad en nombre de la cual ia persona actud

Colocar sello notaerial arriba ejecutd el instrumento.

EN TESTIMONIO, ml firma y sello oficlal.

fima
Flrma del Notario Pdblico

OPCIONAL

Aunque la informacién de abajo no 6s requerida por Ia ley, puede ser valiosa para personas que cuentan
con ef documenio y podria evitar la mmocion fraudulente de este formalo y su syjecion a otro documenio

Descripcién del Documento Anexo
Titulo o Tipo de Documento: __ Cesién — Colombig

Fecha del Documento: Marzo 5, 2007
Firmante(s) Ademas de los Nombrados Arriba: Judy Young, Zhong Zheng, Timothy R, Schwariz

4u4

Capacidad(es) Reclamada(s) por ol Firmante(s) Capacidad(es) Reclamada{s) por el
Firmanto{s)

Nombre del Firmante: Jimothy R, Schwartz, Diregtor | Nombre del Firmante:

® Individuo Consejero General Asociado O Individuo

0O Funclonaric Corporativo — Titulo(s): O Funcionarioc Corporative — Ttulo(s):
O Socio - O Limitado O General O Socio- O Limitado O General

O Abogado de Hecho HUELLA DACTILAR O Abogado de Hecho

O Fiado DERECHA DEL O Flado HUELLA DACTILAR
O Tutor Legal o Conservador FIRMANTE 0 Tutor Legal 0 Conservador DA e
O Otro: O Otro:

El Firmante Repressnta a: El Firmante Representa a:
Genentech.inc.
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APOSTILLE A
K (Convention de La Haye du 5 octobre 1961}

1. Country: United States of America i

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

3. acting in the capacity of Certifying Officer

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

Certified

" 5. at Washington, D.C.

6. the thirteenth of March, 2007

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

8. No. 07016037-1

9. Seal/Stamp:

Patrick O. Hatchett




g4l

« 9 ‘,

FRITET -
~r‘1'.'
— il W 1"'4"'-'&&--_'“ H'ﬂ

_____...,-._ﬁ

UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

February 07, 2007

THIS IS TO CERTIFY THAT ANNEXED IS A TRUE COPY FROM THE

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

e

Certifying Officer

RECORDS OF THIS OFFICE OF A DOCUMENT RECORDED ON 45
NOVEMBER 19, 2004. e
o
By Authority of the o
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) hi:lJ-iB-m 15:11 FROM:GENENTECH LEGAL 52 9881 TO:91 P:2-3
. UL DEPARTM

RECORDATION FORM COVER SHEET Priemt and Tt O

PATENTS ONLY Aty Dk No: PR2138

1 Nlmaol'oun 'H am:andnddleuofmeuwnspmy('u)

Mark S. Dennis Name: GENENTECH, INC,
Addelonal mmels) of conveylng party(ics) saachod? _ Yer 5 No Teternad Addross:
3. Nature of comveyance:; Street Address: 1 DNA Way
Security Agreement Z1P: 24080-4990
Change of Name Adiditional fasna(n) & addvoss(as) suachnd? _ Yes g No

Other:
Bxecution Date; A/, ¥ <Y

’

4. Application number(s) or patent number(s):
71 1hin docannent is holng Elod together whh 4 sow spplicetion, e axception datn of the spplication iy;
A Puicm Applicetion No.(r) . Pusont No.(x)
60/598,991
Addiliom] sumhers sflached? _ Yoy 5 No

3. Name and address of party to whom comrespondence 6. Tmalmmberoflpphutlonsmdpmn

conceming document shouid be mailed: involved: 1
Panl Naik, Ph.D. 7. Total fee (37 CFR 341): $40.00
GENENTECH, INC. - Enclosed
| DNA Way Authorized to be chargnd to deposit account
South Ssn Francisco, CA 94080 X to be © "
8. Deposit ncoount number:
07-0630
DO NOT UBE T11I8 8PACE

9.  Sumcmnt mmd rignater,

T the bast of my koowladge and helict, the forcgoing is tros and arxreot and any sttachod cogry
I» 0 Truc copy of the crigimal documes W
Iml Nalle, Ph1}, Novorpber 1. 2004

Name of Peraon Signing " Signanme Datc

Registration No. 49,075
Total number of pages comprising cover sheet, attachments and document: 3
Roviand (LIV1LES)

PATENT
700132962 REEL: 016395 FRAME: 0288
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sUS

P:373

7\

Docket No. PR2138
ASSIGNMENT '

WHEREAS, Mark 8. Dennls, a citlzan of United States of Amarica, realding at 120 Plymouth,
San Carios, California $4070 (hareinafter "ASSIGNOR"), has invanted a new and useful invention In

HUMANIZED ANTH-CMET ANTAGONISTS

for which a provisional application Serial No. 606/698,901, rauiva& (Docket No. PR2138) has baen
flled by him on 05 August 2004; and

WHEREAS, GENENTECH, INC., a corporation organized and existing under and by virtue of
the lawe of the State of Delaware, having a place of businesas al 1 DNA Way, South San Francisoo,
Callfomnia 54080-4900, i3 desirous of acquiring an Interest in and 1o sald invention, and In and to the
Lattera Patents to be obtained therefor:

NOW, THEREFORE, be it known by all whom it may conoam;

. That for good and vaiuable consideration the recelpt of which is hersby acknowledged, the said

NOR have and do hereby eell, agsign, transfer and set over unto the sald GENENTEGH, INC.,
Ite succassors and assigna, the full and exclusive right, title and Interest including all rights under tha
Paria Convention for the Protection of Industrial Property, in and to sald Invention, and in and to any
and all Lettama Patants to be granted and issuad therefor or any continuation, divialon, renewal, or

subetiute thereof, and ae 1o Letters Patents any reissue or re-sxaminetion thereof, not only for, to, and”

in the Unitad States of America, ia temritories and posssesions, but for, to arxd in all other countries; and
it has besn and is hereby authorired and requested that the appropriate govemmenm agencles lssue
sald Letters Paients to sald GENENTECH, INC., in accordance with this Assignment.

Sald ASSIGNOR covenants and agrees to coocperate with GENENTECH, INC., 1o enable sald
GENENTECH, INC. 1o enjoy to the fulleat axtent the right, title and Interast hersein conveyed in the
United States and foraign countries. Such cooperation by sald ASSIGNOR includes prompt production
of pertinent facts and documents, giving of testimony, axecution of petitions, cathe, apacifications,
deciaratione or other papers, and other assigtance all to the extent deemed necessary or desirable by
said GENENTECH, INC., (a) for perfecting the right, fitie and interest herein conveyed; (b) for
proaacuting any of sald applications; (c) for fifing and proeacuting apphcationa for relssuance ot any
of aaid patents; (d) for interference or other priority proceadings invoiving aaid invention; and (e) for
legal proceadinge Involving sald invention and any applications therefor and any patents grantad
thenson, Including without limitation opposition procsedings, cancallation procesdings, pelority contests,
public use procesdings, infringement actions and court actions; provided, however, that the expense
I:'cgrled by sald ASSIGNOR In providing such cocparation ahall be pald for by sald GENENTECH,
INC.

. Thae terms and covenants of this assignment shall inure to the benefit of eald QGENENTECH,

ING., #3 successors, assigns and other legal representatives, and shall be binding upon sald
A8SSIGNOR, their reapsactive halrs, legal represantatives and assigns.

Seid ASSIGNOR hereby warants and reprasenis that he haa not entered and will not anter into
any assignment, contract, or understanding in conflict herewith.

IN WITNESS WHEREOF | undersign ae MWZJ M/
South San Franaiseo % (2L A2TENY

oatea: /1-9-6 of Mark 8. Dennis

PATENT

RECORDED: 11/19/2004 - REEL: 0156396 FRAME: 0289
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TRADUCCION AL ESPANOL del Documento de Cesién a GENENTECH, INC.
firmado por el cedente 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 E. Bomnett
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 trece de Marzo de 2007

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

8.No. 070180371
9. Sello/timbre 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

Febrero 07 de 2007

ESTE ES PARA CERTIFICAR QUE EL ANEXO ES UNA COPIA VERDADERA
. DE LOS ARCHIVOS DE ESTA OFICINA DE UN DOCUMENTO ARCHIVADO EL
. 19 DE NOVIEMBRE DE 2004.

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
' Hay un sello que dice:
Oficina de Marcas y Patentes de Estados Unidos
Departamento de Comercio
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HOJA DE PORTADA DEL FORMULARIO DE s s i o
Expadisnia de sbogeio No. PR2138
REGISTRO
SOLAMENTE PATENTES

Comisionado Asisiante para patentes: Por faver archive los documentos originales ansxos o coples de lca mismos
1. Nombre de la(s) parte{s) cedente(s): 2. Nombre y direccion de la(s) parle(s)

Mark S. Dennis recepiora(s)
1Bo aneain) ranbea(s) ciclonaljes) da pariela) codecte(e)? _8 X No Nombre: GENENTECH, INC,
3. Nalureleza del traspaso: Direccitn intema:
X Cesién Fusién Direccidn: 1 DNA Way
Acuerdo de Sequrided Ciuded: South San Frencisco  Estado:
Cambio de Nombre California
Otro: ZIP: 9408045
Fecha de EJecucion: Noviembre 8. 2004 ¢Se snexan Nombre(s) y dirsccldn{es) adiclonai{es)? _S! X No

4.  Numero(s) de soliciiud o nimero(s) de patente:
§i esie documanio se presenta jurmio con una nueva solictud, e facha de sjscuciin de la solichud es:
A, Saolicliud de palamie Na(s). B.  Patani Nois).
80/588,991

25 snen mimros seliconaler? B X No
5. Nombre y direccién de la parte a quien se lo debe | 6. Numero fiotel de soliciludes y patentes

enviar la comespondencia: involucradas: 1
7. Tarifa iotal (37 C.F.R 3.41): $40.00
Paul Nak, Ph.D.
GENENTECH, INC. — Adjunta
1DNA Way X Auiorizado pare camarta a cuenta de dapsio

South San Francisco, CA 84080
8. Nomero de cuenta de Depdsito:

07-0630

NO USE ESTE ESPACIO

9. Declaracidn y fima.
hasta donde 88 y creo, la Informacitn anterior es verdadera y cormecta y cuaiquier copla aneoa 88 una copla verdaders

del documanto original.
Paul Nalke Ph.D. —{Firma) __ Noviembre 10, 2004
Nombre de |a persona que fira Firma Fecha
Registro No. 40378

Namero total de péginas que comprenden portada, anexos y documento: 3 |

PATENTE

700132962 ROLLO: 015395 CUADR 0288
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CESION
CONSIDERANDO QUE, Mark S. Dennis, un cludadano de los Estados Unidos de América, residente en 120
Plymouth, San Carlos, CA 94070 (en adelants referidos como "CEDENTE"), ha inventado una invencién
nueva y il
ANTAGONISTAS HUMANIZADOS ANTI-CMET

para la cual se present la solicitud provisional No. 80/588 891 (Expediente No. PR2138) por elios el 5 de
Agosto de 2004; y

CONSIDERANDO QUE, GENENTECH, INC., una corporacién organizada y existente bajo y por
virud de las leyes del Estado de Delaware, que tiene oficinas en 1 DNA Way, South San Francisco,
Califomia 94080-4990, esth deseosa de adquirir un Interés en y para dicha invencidn, y en y para las
patentes que se obtendrén de la misma;

AHORA, POR LO TANTO, tingase por sabido por todo aquel que le conciema:

Que por una consideracién buena y vallosa el recibo de la cual se reconoce por la pressrte, dicho
CEDENTE ha y por la presents vende, cede, transfiere y traspasa a dicha GENENTECH, INC. sus sucesores
y cesionarios, el derecho, fitulo e interds completo y exclusivo incluyendo todos los derechos bajo la
Convencidn de Paris para la Proteccidn de la Propiedad industrial, en y para dicha invencion, y en y para
cualquiera y fodas las patentes que se concedan y emitan para la misma o cualquier continuacidn, division,
renovacion, o sustitucion de la misma, y en cuanto a patentes cualquier reemision 0 reexaminacién de las
mismas, no solo para, por y en los Estados Unidos de América, sus ferritorios y posesiones, sin para, por y
en todos fos otros palses; y se ha y por la presente se autoriza y solicita que las agencias gubsmamentales
respectivas emitan dichas patentes a GENENTECH, INC. de acuerdo con esta cesion.

Dicho CEDENTE garantiza y acuerda cooperar con GENENTECH, INC., para posibiitar a dicha
GENETECH, INC., a disfrutar hasta su méxima extension el derecho, titulo e interés aqui cedido en Estados
Unidos y los paises extranjeros. Tal cooperacidn por dichos CEDENTE Incluye la pronta produccion de
hechos y documentos pertinentes, dando tesimonio, ejecutando peticlones, juramentos, especificaciones,
declaraciones u obros documnentos, y otra ayuda todas hasta el punto considerado necesario o deseable por
dichas GENETECH, INC. (a) para perfeccionar el derecho, titulo e Inters aqul cedido; (b} para procesar
cualquiera de dichas solicitudes; (c) para presentar y procesar solicltudes de reemision de cuaiquiera de
dichas patentes; (d) para procesos de interferencla u ofros procesos de prioridad que involucran dicha
Invencién; y (e) para procedimientos legales que involucran dicha invencién y cualquier solicitud de la misma
y cualquier patente concedida sobre la misma, incluyendo sin limitacién procedimientos de oposicidn,
procedimientos de cancelacion, disputas de prioridad, procesos de uso puablico, acciones de violacion y
acclones de la corte; con la condicién que los gastos incurridos por dicho CEDENTE al proporcionar dicha
cooperacidn deban ser pagados por GENETECH, INC.

Los términos y garantias de esta cesién deben lastimar a beneficky de dicha GENETECH, INC. sus
sucesores, cesionarios y ofros representanies legales, y debera ser obligante sobre dichos CEDENTE, sus
respectivos herederos, representantes legales y cesionarios.

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

EN TESTIMONIO DE LO CUAL suscribimos como sigue:

South San Francisco {Firma)
Mark S. Dennis
Fechado:_11/08/ 04
PATENTE

CERTIFICADO: 11/19/2004 ROLLO: 015396 CUADRO 09289



