BR'G'EA% KO | ERioes wwer L,

TEL: (371) 744 2200 -
FAX: ((:311)) 742 22 00 - (571) 3214045 DZ.?
www_bc com.co
PROMEDAD INTELECTUAL
) IR PATLES r-mm W PR
=4, 55- 12047 - -SC00T SuSo
AS: 102.830 l'ﬁ. mm '.!.H.'.'-‘” mmmgmmsa

-
e R

Sn 424 .lcllln'r..mm Bollow
Seiores
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DIVISION DE NUEVAS CREACIONES
E. S. D.

RESPUESTA A OFICIO 1831 DEL 08 DE FEBRERO, 2007

REF: Expediente No. 08 120.487 - Solicitud de Patente FASE NACIONAL
Corresp. a la Solicitud Internacional PCT/US2005/023564

a favor de GENENTECH, INC.

Titulada: INHIBIDORES DE IAP

JUAN PABLO CADENA SARMIENTO, vecino de Bogotd, portador de la tarjeta
profesional No. 574982, obrando como apoderado de la sociedad GENENTECH,
INC., segln lo acredita el documento de poder presentado en esa Division, para dar
cumplimiento al requerimiento notificado por fijacién en lista el 09 de Febrero de
2007, y de acuerdo con los Articulos 38 y 39 de la Decisién 488 de la Comision de la
Comunidad Andina, Articulo 27 del Tratado de Cooperacién en Materia de Patentes
(PCT), regla 51 bis del Reglamento y Circular Unica de la SIC, me permito allegar:

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

2. Reporte Preliminar Intemacional sobre Patentabilidad (Formas PCT/IB/373 y
PCT/1B/237).

3. Extracto para publicacién y Tarjeta de Archivo Tematico.

C.C. No. 80.410.337 de Usaquén
Cra 7 No. 71-21 TORRE B - Piso 4

Bogotd, 02 de abrll de 2007
CHP/MEV/har.

BRIGARD & CASTRO ABOGADOS S.A. — NIT. 860.047.372-8
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{Z1) N* de sobciud: 06 129.487 (22) Focha de solictud:  27-12-2008
{51) Clastficacién Intemacional
(71)Soliciante(s) _ GENENTECH, INC.
(72) Inventor(es) Frederick COHEN, Kurt DESHAYES, Wayna J. FAIRBROTHER,

Balnlan FENG, John FLYGARE, Lewis J. GAZZARD, Vickie Hsiao-Wei TSUI
[[72) Agente: JUAN PABLO CADENA SARMIENTO

(30) Pricridad (31) No.Prioidad (32) Fecha (33) Pals
60/585,501 02-07-2004 Us
(85) Fecha Inicio fese nacional; 02-02-2007 (B7) Publicacion intsmacional:

(86) Datos relativos a la presentacitn de la sofic. PCT Fecha: 09-02-2008
Fecha de presentacién de la solicud: 05-07-2005 No. Publicacién: W0/2008/014361 A1
No. de solicitud  PCT/EP2005/023564

PATENTE DE INVENCION _X_ PCT _X MODELO DE UTILIDAD -__ DISERO INDUSTRIAL ___ |
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FIGURA CARACTERISTICA
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(54) Tilo:  INHIBIDORES DE IAP

(57) Reivindicacion(es): 1. Un compuesto de frmula |:

CONTINUA AL RESPALDO ...




en donde X1, Xa y Xs son independientemante O o S;
Y es (CHRs)s, O0 S; en donde nes 10 2 y Ry es H5
haldgeno, elquio, arlo, araiquilo, amino, arilamino,
alquiamino, aralquilamino, alcoxi, arfloxi o aralquilox;

A e3 un heterocido de § miembros que comprende 1 a 4
hetorodiomos opclonaiments susfituldos con  amino,
hidroxjlo, mercaplo, healdgeno, carboxio, amidino,
guanidino, alquiio, alcoxi, arflo, arloxi, acllo, aciloxd,
acllamino, alcoxicarbonllamino, cicloakullo, ealquittio,
alquitsulfinilo, alquilsulfonfio, aminosulfonilo,
alquilaminosulfonilo, alquiisulfonilamino o un heterocicio; en
donde cada sustitucion de alquilo, alcox, arfo, arliox, acilo,

acliox, acilamino, cicloalquilo y heisrociclo es opcionaimente
sustituida con hidroxilo, haldgeno, mercapip, carboxdio,
alqullo, alcoxd, haloalquilo, amino, nitro, ciano, dcloalqullo,
arfio o un hetarociclo;

R1esH o Ry R: juntos forman un anllio de 5 a 8 miembros;
Rz es alquilo, cicioaiquilo, cicloaiquilaiquilo, arllo, arsiquilo,
un heterocicio o heterociclilalquilo; cada uno opcionaimente
susituido con hidroxilo, mercapio, halégeno, amino,
carboxdio, alquilo, hatoalquilo, alcox o akqufitio;

R es H o alqullo;

R4y R¢' s0n independientaments H, hidroxiic, amino, alquilo,
arllo, erakquilo, dcoalquilo, cicloalquilasiquilo, hetercadio, o
heteroarilaiquilo en donde cada alquilo, arlo, aralquilo,
cicloaiquilo, cicloalquitalquilo, heteroarflo y heteroariislquilo
es opcionalmenip sustitido con haldgeno, hidroxilo,
mercapio, carbaxilo, alqullo, alcox, amino y nitro;

Rs, y Rs' son cada uno independientemente H o algquilo;

Ra, y Rs' 30n cada uno indepsndientements H, alqullo, arilo o
aralquilo; y sales y solvains de estos.
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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

{1) N° de solictud: 08 129.487 (1) Int Ck

22) Facha de soiicitd:  27-12-2008 (71)Sobciiante{s): GENENTECH, INC.

(30)Prioridad ~ (31) No.Priordad 32) Fecha  (33) Pals | (72) Inventor{es): Frederick COHEN, Kurt DESHAYES,
80/585

501 02-07-2004 US | Wayne J. FARBROTHER, Balnlan FENG, John
FLYGARE, Lewls J. GAZZARD, Vickie Helao-Wei TSUI
(74) Agentn: JUAN PABLO CADENA SARMIENTO

[(85)  Fecha inico fase nacionai: 02-02-2007 (87)  Publicacion imemadonal
(88)  Daivs relativos 8 la presentacidn de la solickud PCT Fecha: 08-02-2006
Fecha de presentacidn de la soliciud: ~ 05-07-2005 N° publcacion:  WO2008/014381 A1

No. do solichud  PCT/EP2005/023584

(5 Thio:  INHIBIDORES DE IAP

Reivindicacion{es): 1. Un compuesio de formula I:

en donda X1, Xa y X3 son independientements O 0 S;
Y as (CHRz)s, O 0 S; on donde n as 1 0 2 y Ry es H5 haldgeno, alqullo, arllo, araiqullo, amino, erllamino, alquilamino,
aralquilamino, alcoxi, arilox] o aralqulioxd;

A es un heterociclo de 5 miembros que comprende 1 a 4 heterodtomos opcionalmenie sustituidos con amino, hidroxilo,
mercapto, haldégeno, carboxdio, amidino, guanidine, alquilo, alcoxd, arflo, arfiox, acilo, acliox, acllamino, alcoxicarbonilamino,
cicloalqulio, alquiltio, eiquilsulfinilo, alquilsulfoniio, aminosulfonlio, alquiaminosuifono, aigullsuifonBamino o un heterociclo; an
donde cada sustitucién de alquilo, alcord, arfio, arfioxd, acllo, acilowd, acilamino, cicoalquilo y heterocicio es opcionaimenie
sustituida con hidroxio, haldgeno, mercapio, carbaxdlo, alquilo, sicox, haloakqullo, amino, nitro, ciano, cicloalqullo, arllo o un
helarocicio;

R1 08 Ho R1 y Rz juntos forman un anillo de 5 a 8 mlembros;

Rz es alquiio, cicoalquilo, dcloalquilaiquiio, arflo, arakullo, un heteraciclo o heterociclilaiqulio; cada uno opclonalments
sustituldo con hidroodio, mercapto, haldgeno, amino, carbodio, alquilo, haloalqullo, alcoxd o alquiltio;

Rs @3 H o alqullo;

R4 y R¢' son Independientemente H, hidraxdlo, amino, alquiio, arllo, aralquilo, cicloelquilo, cicloalquilaiquio, heteroarfio, o
heteroarlialquilc en donde cada alqullo, arflo, araiqulio, cicloalqullo, cicioalquilaiquiio, heteroariio y heteroarilalquilo es
opclonaiments sustituldo con halégeno, hidroxio, mercapto, carboudio, aiquilo, alcox, amino y niro;

Rs, y Re' son cada uno independlentements H o alqullo;

Rs, ¥ Re' son cada uno Independientements H, alquilo, arfio o arakquilo; y sales y solvatoa da estos.
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From the INTERNATIONAL BUREAU

PCT = RECEIVED

NOTIFICATION CONCERNING JAN 2 6 2007 :
TRANSMITTAL OF COPY OF INTERNATIONAL EVANS; David, W. .
PRELIMINARY REPORT ON PATENTABILITY %m; inc. GENENTELS . INC.
(qnmx OF THE pAT;)m'r COOPERATION South San Francec, GA :oml-ﬁﬁﬂm DEPT. 5
(PCT Rule 44bin. 1{c)) f
Dato of malling (dayinonth/year) :
18 January 2007 (18.01.2007) ;
i
Applicant’s or sgent's file reference i
P2154R1 IMPORTANT NOTICE '

Imemational application No. Interoational filing duts (doy/monihvyear) Priority date (dapimonth/pear)
PCT/US2005/023564 05 July 2005 (05.07.2005) 02 July 2004 (02.07.2004) :
Applicant :

GENENTECH, INC. et al i

The ln;ﬂmli:mll Buresu transwiits harswith a copy of the intarnalions| preliminary report on patemuhility (Chapter 1 of the Patent Cooperation
Treay,

The Inlemational Bursan of WIPO Anthorized officer
34, chemin des Colombetiss :
1211 Gegsva 20, Switzerlind Dorothée Milhausen

Pacsimils No. +41 22 3388270 o-mail: pi 1 @wipo.im




PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY

(Chapter I of the Paient Cooperation Trealy)

(PCT Rule 44bis)
Applicant’s or agent's fllo refersnco FOR FURTHER ACTION * See ltem 4 below
P2154R1
Iniemational spplication No, Inmemnational filing date (doymonth/vear) Priority date (daymonth/pear)
PCTAUS2005/023584 05 July 2005 (05.07.2005) 02 July 2004 (02.07.2004)

Intemational Pateat Classification (8th sdition unless older edilion indieated)
Ses rvlevant iInfformation In Form PCTASA/237

Applicant
GENENTECH, INC.

[

1. Thisintemational preliminary raport on patentability (Chapaer T) is jssed by the Intermational Buresn on behalf of the
Intarnational Ssarching Authority undar Rulo 44 bis. 1(a},

This REPORT consists of & total of 7 sheets, including this cover sheet.

-

In the attached sheets, any refexencs to the written opinfon of the Iniernational Searching Autharity shoukl be read as » reference
to the international preliminary report on patentability (Chapter I) instoad,

x Box No.1
D Box No. II

Box No. I

date (Rule 44bis .2).

3. This repori containa indications relating to the following itemns:

Basls of the repart
Priority

Non-establishmant of opinlon with regard o novalty, inventive stsp and industrial
spplicahility

Lack of unity of inrvention

Rensoned statement under Articls 35(2) with regerd to novelty, inventivo step or Industrial
appllesbllity; citations and explanations supporting such statement

Cartain documents cited
Caxtain defocts in the internationsl application

Cortain obsarvations on the intemations] application

4. The Intematioms] Buresu will commwnicate this report to designated Offices in accordance with Rulas 445ir.3(c) and 93bir.1 but
not, except where the spplicant malces an express request under Ariicle 23(2), befare the sxpinstion of 30 months from the priority

Dats of issuance of this repost
09 January 2007 (09.01.2007)

The Inteenations] Burean of WIPO Anthorizad officer
34, chemin bottzs -
T e s Dorothée Miilhausen
Facyimils No. 441 2338 8270 c-mall: ptil@wipo.int

Form PCT/IB/373 (Ysncery 2004)



PATENT COOPERATION TREATY

From the
INTERNATIONAL SEARCHING AUTHORITY

To:

\
¢ WRITTEN OPINION OF THE
sea form PCTASA220 INTERNATIONAL SEARCHING AUTHORITY
(PCT Rule 43bis.1)

Deie of maling

{dapinorihimer) sea form PCTABARID (second sheel)
Appiicant's or sgants flle refersnce FOR FURTHER ACTION
see form PCTABAR20 Ses paragraph 2 below
internationsd wppilowtion No. intermastional filing dete (capinanthiear) Pricrity cate (daronthyear)
PCTAIS20050236564 05.07 2005 02.07 2004

intemnational Petent Classification (JPC) or both nutional classification and PG
CO7K508, A61K3808, A61P3500

Applcant
QENENTECH, INC.

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

Kl BoxNo.|  Bashs of the oplnion
O Box No.il  Priorty

B2 BoxNo.lll  Non-estabahment of opinion with regard io novelty, inventive step and Industrial sppBcabliity
) BoxNo.IV  iack of unity of Invention

) BoxNo.V  Reasoned statement under Aule 43bis.1(u)(T) with regard to novelty, Inventive step or Industrial
applicabliity; cfistions and explanations supporting such statement

[0 BoxNo.VI  Gertaln documents clied
[J Box No. VIl  Certain defacts in the intemational applicution
CJ Box No. VIl  Ceriain abseivetions on the insmational applioution

2. FURTHER ACTION

if a demand for intemational preliminary examination ls made, this n Wil usually be comidered iobe a
written opinion of the Intemational Preliminary Examining Authority ({PEA®). However, this doss not apply where
the applicant chooses an Authority other than this one 1o be the IPEA and the chossn IPEA has notffed the

Intemational Bureau under Rule 88.1 that writisn opinjons of this iInftemational Searching Authosity
will not ba so considered. ain) ont e

Iﬂlhcpllhnll.up-rwﬂodlm.mmhllndbbllwrlﬂlncphhnofﬂlilPEA,the fcant Is lnvited to

submtt to the IPEA a written reply topsther, where appropriate, with amendments, before the expiration of three

months from the date of maling of Formi PCTASAZZZ0 or befora the expimtion of 22 months from the priority daie,
whichaver axplres laer,

For further options, ses Form PCTASARZ0,
3.  Forfurther detalin, see notes i Form PCTABALZD,

Nams and maiing address of the IBA: Authorized Officer

Tal. +49 80 2309 - 0 T A23AA8 opmu d
Fax:+48 00 2390 - 4485 Telaphone No. +49 89 2999-8581

N
P Ssmimmon= Schmid, A k@}

AT & PV M ot s e gl b s PAAAEN
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WRITTEN OPINION OF THE International applcation No.
INTERNATIONAL SEARCHING AUTHORITY PCTAJS2005023584

Box No.! Baslabi the opinion

1. With regand to the language, this aplnion has baon established on the basis of the intemational appiication in
the language In which Itml'lod.‘lﬂlou atherwise indicated under this ftem.

I This opinion has been eetablished on the basis of a tranalation from the original language into the following
language |, whichisthela of a transiation furnished for the purposes of international search
(under Rules 12.3 and 23.1(b;

2. With regard 1o any nucleotide andior amino acld sasquence disciosed In the Intemational application and
necessary to the claimed Invention, this opinion has been esteblished on the basls of:

a. type of material:

O asequenoce listing

O table(s) related to the sequence listing .
b. format of matarial:

O  in written format
O  In computer readable form
. time of filngdumishing:
O contained In the international application as fisd.
D fiad together with the Intemational application in computer reedable form,
O furnished subsequently to this Authorlty for the purposee of search.

3. O In addition, in the case that mare than one version or copy of a sequence lsting andibr table relating thereto
hanboanfladoriumhhed.ﬂnmmlmdmmmmm ation In the au or additional

copies is identical io that in the application as filed or does not go buwndﬂnnppm:r:nibd.u
eppropriate, were fumished.

4. Additional comments:

Emwes DITIQAITT {.lnmmer SN
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WRITTEN OPINION OF THE Intemnational application No.
INTERNATIONAL SEARCHING AUTHORITY ' PCTAIS2005023564

Box No. Il Non-establlshment of opinlon with regard to novelty, iInventive step and Industrial
apphicablilty

The questione whethsr the claimed invention appears to be novel, to involve an inventive step (to be non
obvious), of 10 be Industrially applicable have not besn examined In reepact of:

ju
|

the entire intamational application,
clalms Nas. 15-21

becauee:

the sakd intemational application, or the sald claims Nos. 15-21 relate to the following subjeot matter
which doea not require an intemational preliminary examination (specify):

990 separais shaet

th , olal d slamenis .
e Sl e e P s b e . w1

the claims, or sald olaims Nos. are 80 inadequately supported by the description that no meaningful opinion
oould be formed.

no imemational saarch report has bean astablisliad for the whole appiication or for sald claims Noa.

gumma?dbraTmmmMgMMmmmmmmmmenu
the writtan form [1 has not been fumished
) O does not comply with the standard
the computer readable form [0  has not besen fumished
C1 does not comply with the standard

the iehies related 1o the nuciectide andbr amino ackd sequance listing, If in co r roadable form only, do
not comply with the technical requirementa proviied for in Annax C-bis of the inistrative ingtructions.

See separate sheet for further detalla

Form PCTIGA/ 237 (Jamumy 2004)




WRITTEN OPINION OF THE

INTERNATIONAL SEARCHING AUTHORITY

International appiication No.
PCTAIS2005023564

Box No.V Reasoned stetemant under Rule 43bis.1 with regard to noveity, Inventive or
ndustrial m.ﬂ ions (.xl)m such stelement nEive Stop

1. Statement

Novelty (N)

inventive step (IS)

Industrial applicabliity (1A)

2. Chations and explanations
obb separete sheet

Form PCTIBA/27 (January 2004)

Yes:

Yea:

Yos:

Claime

Claims
Claims

Claims
Claims

121

1-21

1-14

&

335



Form PCT/I8A/237 {Separsis Bheet) (Eheet 1) (EPO-January 2004)

WRITTEN OPINION OF THE : International appiication No.
INTERNATIONAL SEARCHING :
AUTHORITY (SEPARATE SHEET) PCTAS2005/0235684
He item Iil

Non-establishment of opinion with regard to noveity, inventive step and Industrial
applicabliity

1) Claims 15-21 ralate 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 applicabliity of the subject-matter of these claims (Article
34(4)(a)(1) PCT).

Be ltem V

Reasoned statement with regard to novelty, Inventive step or industrial applicablilty;
citations and explanations supporting such statement

1) Reference Is made to the following documants:

Di: CHAIJNIE ET AL: "STRUCTURAL AND BIOCHEMICAL BASIS OF
APOPTOTIC ACTIVATION BY SMAG/DIABLO"™ NATURE, NATURE
PUBLISHING GROUP, LONDON, @B, vol. 408, no. 6798, 24 August 2000
(2000-08-24), pages 855-862, XP002200488 ISSN: 0028-0836

D2: LIUZET AL: "STRUCTURAL BASIS FOR BINDING OF SMAG/DIABLO TO
THE XIAP BIR3 DOMAIN" NATURE, NATURE PUBLISHING GROUP,
LONDON, GB, vol. 408, no. 6815, 21 December 2000 (2000-12-21), pages
1004-1008, XP0O1153400 ISSN: 0028-0838

2) The present peptides differ from the prior art represented by D1 and D2 essentially in
the heterocyclic ring "A” which does not exist nelther In D1 nor In D2, On the contrary
D1 and D2 disclose peptides which have addiional amino acids instead of the

heterocycle, which means that the present paptides are also shorter.
Accordingly, the present subject-matter Is novel pursuant to Article 33(2) PCT.

3) A skilled person looking for altemative IAP Inhibitors would surely not try to shorten
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" WHRITTEN OPINION OF THE intermational applioation No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2005/023564

. the known peptides and to add a heterocyclic ring instead with a reasonable
expectation of success In order o obtain IAP Inhlbitors which Is alleged by the
applicant.

However, looking at pages 98 and 97, below the applicant simply alleges that the
present compounds show the desired activity without putting forward any specifc test
results In order to prove this allegation.

Therefore, for the ime being, no Inventive step with regard to Articie 33(3) PCT can
be acknoweledgad for the present subject-matter.

4) Forthe assessment of the present claims 15-210on the question whether they are
industriaily applicable, no unified criteria exist In the PCT Contracling States. The
patentability can also be dependent upon the formulation of the claims. 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 aillow, 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 a new medical treatment.

hmmmmmmmmmm



APOSTILLE
(Convention de La Haye du 5 octobre 1961)

1. Country: United States of America

This public document

2, has been signed by M. Tarver

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-second of December, 2006

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

8. No. 07008372-5

9. Seal/Stamp: 10. Signature:

Sonya N. Johnson \)




UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office

November 17, 2006

THIS IS TO CERTIFY THAT ANNEXED IS A TRUE COPY FROM THE
RECORDS OF THIS OFFICE OF A DOCUMENT RECORDED ON
October 12, 2004

By Authority of the

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

VA

M. TARVER
Certifying Officer
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Docket No. PR2154
ABSIGNMENT

WHEREAS, Frederick Cohen, a citizen of Unitad States of America, rasiding a2 20071 McAlistar
Swramt, San Francisco, CA 84118, ana Kurt Deshayes, a citizen of United Siates of Amarica, resiiing
at 138 Southwood Drive, San Francisco, CA 94112, and Wayne Fairbrather, a ¢iizen of New Zealand,
residing at 1008 Toyon Dnve. Burtingame, CA $4010, and Bainan Feng, a otizen of United States of
America, residing at 1018 Avalon Avenue, Foster City, CA 94404, snd John Flygare, a citizen of Unitad
Smes of America, residing at 1419 Vancouver Avenus, Buriingame, CA 64010, and Lewie J. Gaxzard,
a ctizen of Great Brivan, residing at 2582 Bejmomt Canyon Road, Balmont, CA 94002, and Vickie
Huao-Wei Tayi, a otizen of Canada, nesding at 850 Chestut Sireet ¥108, San Franciacd, CA $4193,
(heminafter “ASSIGNORS"), have Invented a new and useful nvention in

INHIRITORS OF IAP

tor which & provigional applicanon Serial No. 80/585,501 (Docket No. PR2154) has beean filad by them
on JULY £, 2004; and

WHEREAS, GENENTECH, INC., a comoration organized and sx3tng under and by vinue of
the laws of the State of Dalaware. having a piace of business a1 1 DNA Way, Sauth San Franciaco,
Caiilomia 94080-1400, is desirous of #cquiring an interest in and 10 sakd invention, and in &nd to the
Lenters Patents to be obtainad therefor;

NOW, THEREFORE, ba it known by all whom iI may concem;

That for good and valuabia consideralan the meaigt of which 18 hareby acknowledged, the said
ASSIGNORS have and do hereby sall, assign, transtar and set over umo the said GENENTECH, INC..
%3 Succaasors and atsigns, the full and axcluswve nght, title and imarest including all rights under 1he
Paris Convention for the Protection of Industnal Propeny, in and 10 sad mnvention, and in and 1o any
and alj Lewars Patents to be granteq and issued therefor or any continuation, division, renewal, of
substinute thereof. and as to Leners Patents any reissue or ne-examination thareof, not only for, 1o, and
inthe Untad States of America, its territories and possessions, but for, to and in all other counmes:; and
nmmmHMImmrﬂwmmemmmmuw
said Letters Patants to saikd GENENTECH, INC., in accordance with this Assignment.

Smd ASSIGNORS covenam and agree 10 cooperats with GENENTECH, INC., 10 enable aaid
QENENTECH, INC. 10 enjoy to the fullast &xent the right, 11z and interest herein conveysd in the
Ungted Siates and forewgn countries. Such cooparation by said ASSIGNOAS includes prompr
production of pertinem facts and documams, gving of testimony, axscution of petitiona, oaths,
mﬁmuﬁmwmwﬂ.mmmmmMmﬂmm
or deairable by saict GENENTECH, INC., (a) for perfacting the right. title and intarest hergin conveyad;
(b) for prasecuting any of said apphcatons; (c) for fifing and prosecuting applications for reissuanca of
any of said patents; (d) for interferance or ather priority proceedings invoiving said imvantion; and (e)
for legal proceadings involving 9aid invantion and any applications therefor and any pajents granted
thereon, including withaut imitation opROBTICN procesdings, mmmmmwm
public uss proceedings, INMINgSMaM achons and court aActions; provided, however, that the expense
mNeémednysaidAssmNOHS in providing such cooperation shall be paid for by said GENENTECH,
INC.
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The :ems and covenants of thes assignment shall inure to the beneft of said GENENTECH,
INC., s zucceasors, assigns and cther legal represematives, and shall be binding upon aad
ASSIGNORS, their respective heim, legal represantatives and aasigns.

Said ASSIGNORS hareby warrant and represent tha they have not emerad and will not arger
inmo any assignment, contract, or understanding in conflict harawith.

IN WITNESS WHEREOF we undersign as follows;

il

oune Z2OB
Fregerick Cohan

Paled:

South 3

Dated: 5 :Fﬁo?(

John Flygare
Dated: 0 0
South San Francisco '
Lows ). Garzanrd
Datea: __10]6}0
Vicide Hamo-Waj
Datad: w{t{ou
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BEFORE THE OFFICE OF ENROLLMENT AND DISCIPLINE
UNITED STATES PATENT AND TRADEMARK OFFICE

LIMITED RECOGNITION UNDER 37 CFR § 10.9(b)

David Evans is hereby given limited recognition under 37 CFR § 10.9(b} as an employee of
Genentech, Inc. to prepare and prosecute patent applications in which Genentech, Inc. is the assignee
of record of the entire interest. This limited recognition shall expive on the date sppearing below, or
when whichever of the following events fixst occwrz priar 1o the date appearing below: (3) David
Evans ceases to lawfully reside in the United States, (ii) David Evans' employment with Genentech,
Inc. ceases or is verminated, or (iii) David Evans ceases to remain or reside in the United States on
an H1B1 visa.

This document constitutes proof of such recognition. The oiiginal of this docwment is on file in the
Office of Enrollment and Digcipline of the United States Patent and Trademark Office.

Explres: April 6, 2005

L
Director of Borollment and Discipline
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TRADUCCION AL ESPANOL del Documento de Ceslén a GENENTECH,
INC. firmado por los cedentes y el cesionario.

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

1. Pals: Estados Unidos de América

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

Certlficado

5. en Washington D.C.

8. el veintidés de Diclembre de 2008

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

8. No. 07008372-5

9. Sello/timbre 10. Fima

(Firma)
Sonya N. Johnson

[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

Noviembre 17 de 2006

ESTE ES PARA CERTIFICAR QUE EL ANEXO ES UNA COPIA
VERDADERA DE LOS ARCHIVOS DE ESTA OFICINA DE UN
DOCUMENTO ARCHIVADO EL 11 DE MAYO DE 2005.

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

M. TARVER

Funcionario que Certifica
Hay un sello que dice:
Oficina de Marcas y Patentes de Estados Unidos
Departamento de Comercio



HOJA DE PORTADA DEL FORMULARIO DE e L

Expodiente de sbogado No. PRIOZT
REGISTRO
SOLAMENTE PATENTES
Comisionado Asistents para patentes: Por favor archive los documentos originales enaxos o coplas de los mismos
1. Nombre de la(s) parte(s) cedenta(s): 2 Nombre y dreccin do fa(s) parte(s)
Frederic Cohen receptora(s)
Kixt Deshayes .
Wayne Fairbrother Nombre; GENENTECH, INC.
Bainlan Feng Direccidn Intemna:
John Flygare .
Lowis J. Gazzard Direccidn: 1 DNA Way
Vicide Hslao-Wel Taul Ciudad: South San Francisco  Estado:

5o ansxa(n) nomizels) adicionsi{es) de parisla) cacenin(e)? _8 X No

3. Naturaleza del traspaso:
X Ceslén Fusidn
Acuerdo do Seguridad
Cambio de Nombre
Otro:
Facha da Eecucién: 08/20/04, 09/2004, 08/21/04,
10/08/04, 10/06/04, 10008704, 10/06/04.

4, Numero(s) de soficitud o nimero(s) de patente:
S esio documents se presenta unio con una ruva solickud, la fecha de ejecucidn de ta solichud e
A Sollohud de patenis Nois). B.  Patenis Nofs).

60/585,501
260 anema reimaves aclcionsles? _ 8 X No

5. Nombre y direccion de la parie a quien s le debe | 6. Numern iial e soliciiudes y patentes

enviar la cormespondancla: Involucradas: 1

7. Taria iotal (37 CFR3.41): $40.00
DAVID W. EVANS
GENENTECH, INC. _ Adunta
1DNA Way | X Autortzado pam cargaria a cuenta de depdito
South San Francisco, CA 94080

8. Nimero de cuenta de Depéslio:

07-0630
NO USE ESTE ESPACIO

8. Declaracin yfima.
hasta donde se y creo, la informacién enterdor es verdadera y commecia y cuaiquier capla anem ee una copia verdadera
dal documenio original.

DAVID W. EVANS (Firma)
Nombre de la pereona que fima Firma Fecha
Reglstro No. *

Nimero total de pégines que comprenden portada, anexos y documento: 3 |

* Una copia de un documento en cumplimiento de C.F.R. § 10.8(b) sa anexa como pruaba de (a autorizacién de
la persona amba para procesar la solicihud adjunta. El original del documento esté archivado en la Oficina de
Matriculacién y Disciplina.
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CESBION

CONSIDERANDO QUE, Frederic Cohen, cludadano de Estados Unidos, residents en 2001 Mc Allister
Street, San Francisco, CA 84118, y Kurt Deshayss, ciudadanc de Estados Unidos, residente en 138
Southwood Drive, San Francisco, CA 84112, y Wayne Fairbrother, cludadano de Nueva Zelanda,
residents en 1008 Toyon Drive, Burlingame, CA 84010, y Bainian Fang, ciudadano de Estados Unidos,
residente en 1018 Avalon Drive, Foster City, CA 84404, y John Flygare, ciudadano de Estados Unidos,
residents en 1418 Vancouver Avenue, Burlingame, CA 94010 y Lewis J. Gazzard, ciudadano de Gran
Bretafia, residente en 2552 Belmont Canyon Road, Belmont, CA 84002, y Vickie Hsiao-Wei Tsui,
ciudadana de Canadé, residents en 850 Chestnut Street #108, San Francieco, CA 94133, (en adelante
referidos como "CEDENTE"), han inventado una invencién nueva y (il

INHIBIDORES DE AP

para |a cual 56 presentd la solicitud provisional No, 80/585,501 (Expediente No. PR2154) por ellos e 2
de Julic de 2004; y

CONSIDERANDO QUE, GENENTECH, INC., una corporacién organizada y existents bejo y
por virtud de las leyes del Estado de Delaware, que tiene oficinas en 1 DNA Way, South San
Francisco, Califomia 94080-4990, est4 deseosa de adquirir un interés en y para dicha invencién, yen y
para las patentes que se obtendréin de la misma;

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

Que por una conskieracién buena y vaiiosa el recibo de la cual se reconoce por la presents,
dicho CEDENTE ha y por la presents vende, cede, transfiere y traspasa a dicha GENENTECH, INC.
SUS SUCBSOMS ¥ cesionarios, ol derecho, titulo e interés complelo y exclusivo incluyendo todos los
derechos bajo la Convencién de Paris para la Proteccion de la Propiedad Industrial, en y para dicha
invencién, y en y para cualquiera y todas las patentss que se concedan y emitan para la misma o
cualquier continuacién, divisién, renovacién, o sustitucidn de la misma, y en cuanio a patentss
cualquler reemisién o reexaminacién de las mismas, no solo para, por y en los Estados Unidos de
América, sus teritorios y poseslones, sin pam, por y en todos los obros palses; y 9 ha y por la
presents se autoriza y solicita que las egencias gubsmamentales respectivas emitan dichas patentes
a GENENTECH, INC. de acuerdo con esta cesién.

Dicho CEDENTE gerantiza y acuerda cooperar con GENENTECH, INC., para posibilitar a
dicha GENETECH, INC., a disfrutar hasta su méxima extsnsién el deracho, titulo e interés aqui cedide
en Estados Unidos y los palses extranjeros. Tal cooperacion por dichos CEDENTE incluye la pronta
produccion de hechos y documentos pertinentes, dando testimonio, ejecutando peticiones, juramentos,
espacificaciones, declaraciones u otros documentos, y otra ayuda todas hasta el punto considerado
necesario 0 deseable por dichas GENETECH, INC. (a) para perfeccionar el derecho, titulo e interés
aqul cedido; (b) para procesar cualquiera de dichas solicliudes; (c) para presentar y procesar
solicitudes de reemision de cualquiera de dichas patentes; (d) para procesos de interferencia u ofros
procesos de prioridad que involucran dicha invencion; y (e) para procedimientos legales que involucran
dicha invencién y cualquier solicitud de la misma y cualquier patente concedida sobre la misma,
incluyendo sin limitacidn procedimientos de oposicién, procedimientos de cancelacidn, disputas de
prioridad, procesos de uso plblico, acciones de violacion y acciones de la corte; con la condicién que
los gastos incurridos por dicho CEDENTE al proporcionar dicha cooperacion deban ser pagados por
GENETECH, INC.

Los términos y garantias de esta cesidn deben lastimar a beneficid de dicha GENETECH,
INC. sus sucesores, cesionarios y ofros representantes legales, y deberd ser obligante sobre dichos
CEDENTE, sus respectivos herederos, represantantes legales y ceslonarios.
Pégina 1de 2
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ninguna cesién, contrato o entendimiento en conflicto con la presents.

EN TESTIMONIO DE LO CUAL suscribimos como sigue:

South San Francisco
Fechado: 9/20/ 04

South San Francisco
Fechado: 8/20/ 04

South San Francisco
Fechado: §/21/04

South San Francisco
Fechado: 10/06/ 04

South San Francisco
Fechado: 1006/ 04

South San Francisco
Fechado: 10/08/ 04

South San Francisco
Fechado: 1008/ 04

_(Fima)

Frederic Cohen

(Fima)

Kurt Deshayes

(Firma)
Wayne Fairbrother

(Birma)
Bainian Feng

(Fima)
John Flygare

(Firma)
Lewis J. Gazzard

(Firma)
Vickie Hsiao-Wel
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Dicho CEDENTE por |a presents garantizan y manifiestan que no ha entrado y no entrard en



ANTE LA OFICINA DE MATRICULACION Y DISCIPLINA
OFICINA DE MARCAS Y PATENTES DE ESTADOS UNIDOS

RECONOCIMIENTO LIMITADO BA.JO 37 CFR § 10.9(b)

Por |la presente se le otorga a David Evans reconocimiento limitado bajo 37 CFR § 10.8(b)
como empleado de Genentech Inc. para preparar y procesar solicitudes de patente en las
cuales Genentech Inc. ea el ceslonario del completo interés. Este reconocimiento limitado
vencerd en la fecha que aparece abajo, o cuando cualquiera de los eventos sigulentes
ocurma primero antes de la fecha que aparece abajo: (i) David Evans cesa de residir
lagalmente en los Estados Unidos, {lI) El emplec de David Evans con Genentech Inc. cesa o
se termina, o (ill) David Evans deja de permanecer o reskiir en los Estados Unkios con una
visa H1B1.

Este documento constituye prueba de dicho reconocimiento. El original del documento esti
archivado en la Oficina de Matriculacién y Disciplina de la Oficina de Marcas y Patentas de
los Estados Unidos.

Vence: Abril 6, 2005 (fiopa)

Harry |. Moatz
Director de Matriculacién y Disciplina
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