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el numero de expediente PCT/13-115304.

TITO NOE PARRA MURILLO, mayor de edad, identificado como aparece al pie de mi
firma, reconocido apoderado de la sociedad LAFRANCOL S.A.S. en el asunto de la
referencia, de manera respetuosa, y dentro de los términos de ley, presento Recurso de

Reposicién y en subsidio de apelacién contra la Resolucién 2477 de enero 28 de 2014 por

la cual se concedio a la solicitud PCT/13-115304 el privilegio de patente de invencion.

I. PETICION

Sirvase, Sefior Superintendente, reponer integramente la Resolucion 2477 de enero 28 de
2014, por la cual se declar¢ infundada la oposicion presentada y se otorgé el privilegio de
patente solicitado en el expediente de la referencia, y en su remplazo emitir otra que, con
fundamento en los argumentos expuestos en el escrito de observacién y en el presente

escrito, declare fundada dicha oposicién y niegue el privilegio de patente mencionado,



procediendo luego al definitivo archivo del expediente en cuestion.

II. ARGUMENTOS SOBRE LOS FUNDAMENTOS DE LA CONCESION Y
MOTIVOS DE INCONFORMIDAD

La Resolucién 2477 de enero 28 de 2014, que concede el privilegio de patente de invencion
solicitado para el capitulo reivindicatorio del expediente 13-115304 titulado ‘“Proteinas
que presentan un dominio de union a interleucina-13”, viola flagrantemente la Decision
486 si se tiene en cuenta que existian motivos suficientes para afectar los requisitos de
novedad y nivel inventivo de la solicitud en mencion. Es evidente que el solicitante y la
Resolucion cometen un error cuando afirman que la oposicién presentada por mi
representada no muestra ningdn tipo de argumento soportado técnicamente, ni desvirtda la
patentabilidad del objeto de estudio, declarandola infundada por cuanto, al momento de
presentacion del escrito de oposicién se dejo en claro que para el presente caso nos
encontramos frente a una combinacién de compuestos, lo cual indudablemente afecta el
requisito de nivel inventivo, éste mismo indispensable para acceder a cualquier beneficio

patentario.

Asi las cosas, me permito reiterar que la concesion de patente objeto del presente escrito se
ve afectada por los documentos del estado del arte que fueron presentados inicialmente en
el escrito de observacion, por lo cual, basado en lo siguiente, solicito respetuosamente a ese
Despacho dar andlisis completo y a cabalidad sobre los siguientes documentos, los cuales
sin Jugar a dudas objetan la concesion en mencion, toda vez que develan de manera expresa

y sucinta lo que se pretende proteger en la presente solicitud.

Dicho asi, me permito manifestar que agentes tales como Leflunomida, Temsirolimus,
Ciclosporina, Mesalamina, entre muchos otros, han sido ampliamente divulgados en el
sector quimico-farmacéutico, y concretamente se han develado materias muy similares, las

cuales ruego a ese Despacho analizar, en los siguientes documentos:

- DE 2854439
- US 4284786
- US 5362718
- US 4117118
- GB 751386



Asi como resulta imprescindible manifestar que los anteriores documentos deben ser
analizados a profundidad y cabalidad para asi determinar finalmente si afectan o no la
novedad y nivel inventivo de la presente solicitud, toda vez que en nuestra opinion se
revelan materias muy similares, también es necesario reiterar que la solicitud de la
referencia pretende proteger mediante el derecho patentario objetos que no son
considerados invenciones. Es claro que una invencion es toda creacion humana que permita
transformar la materia o energia que existe en la naturaleza, para su aprovechamiento por
los seres humanos y satisfacer sus necesidades concretas. De igual modo, como ya se
menciond, segin los parametros de la Decision 486 y normas concordantes, seran
patentables las invenciones que cumplan con los requisitos de novedad, nivel inventivo y
aplicacion industrial. No obstante, puede observarse que la solicitud en comento pretende
reivindicar combinaciones, las cuales no se consideran invenciones. En este sentido, la
mezcla (Combinaciones) de productos (Moléculas) conocidos y su variacion, bien sea en
uso, forma, dimension o de materia, NO se consideran invenciones por cuanto no son
susceptibles de aplicacién industrial, nivel inventivo y novedad, luego NO pueden acceder
a beneficios patentarios. Por lo tanto, se suma una circunstancia mas que imposibilita

definitivamente la concesion de la solicitud en mencion.

Y sobre el particular, es imprescindible sefialar que un efecto sinérgico nuevo no se
considera inventivo como tal, dado que puede ser obvio para una persona versada en la
materia, cosa que sucede en el presente caso. En palabras del Doctor Carlos Correa, “El
efecto sinérgico entre dos o mds drogas se puede considerar un “descubrimiento” y no una
“invencion”, dado que la sinergia ocurre en el cuerpo y se descubre a través de ensayos
clinicos. Asimismo, cabe destacar que, en algunos casos, las reivindicaciones de
combinaciones pueden equivaler, en términos prdcticos, a reivindicaciones sobre
tratamientos médicos (cuya patentabilidad estd excluida en la mayoria de los paises),
cuando sélo brindan un método para administrar una combinacién de drogas conocidas.
Asimismo, la combinacion de drogas para evitar la resistencia particular a una de ellas es
una prdctica normal en el desarrollo farmacéutico y, por lo general, es evidente para el
hombre del oficio de nivel medio” (Pautas para el examen de patentes farmacéuticas,
CEIDIE, Péag. 8). En estos términos, estd claro que nos encontramos frente a un tema
totalmente sensible que merece toda la evaluacién por cuanto las combinaciones deben

considerarse excluidas de beneficios de patente.

Y en caso que ese Despacho decidiere insistir en el cabal cumplimiento de los requisitos

exigidos para acceder al beneficio de patente, me permito allegar copia del International



Search Report y el respectivo Written Opinion Of The International Searching Authority,
documentos en los cuales se resalta que la presente invencion no cumple con los requisitos
de novedad y nivel inventivo por cuanto existen documentos citados del estado del arte que
afectan de manera definitiva tales exigencias. Lo anterior deja entrever, sin lugar a
equivocos, que la presente solicitud no debid ser concedida, por lo cual es procedente la

revocatoria de la Resolucion objeto de este escrito.

En este sentido, reitero con el debido respeto la necesidad de analizar a profundidad los
requisitos de novedad y nivel inventivo para asi determinar si la presente solicitud es

merecedora de concesion de privilegio de patente.
ANEXOS

International Search Report y el Written Opinion Of The International Searching Authority
de la equivalente internacional WO 2008/127271.

En subsidio apelo.

Sefior Superintendente,

TITO NOE PARRA MURILLO
C.C. 79.579.680 de Bogota
T.P_J1168del C.Sdelal.




(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date CT
23 October 2008 (23.10.2008)

ik

) |00 D000 A

(10) International Publication Number

WO 2008/127271 A3

(51) Imternational Patent Classification:
CI2P 21/08 (2006.01) CO7H 21/00 (2006.01)

(21) International Application Number:
PCT/US2007/019660

(22) International Filing Date:
7 September 2007 (07.09.2007)

(25) Filing Language: English
(26) Publicalion Language: English

(30) Priority Data:
60/843,249 8 September 2006 (08.09.2006) US

(71) Applicant (for all designated States except US): ABBOTT
LABORATORIES [US/US]; 100 Abbott Park Road, Ab-
bott Park, IL 60064 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): WU, Chengbin
[CN/US]; 386 Prospect Street, Shrewsbury, MA 01545
(US). DIXON, Richard, W. [US/US]; 19 Nottingham
Drive, Jefferson, MA 01522 (US). BELK, Jonathan, P.
[US/US}]; 89 Beaman Road, Sterling, MA 01564 (US).
YING, Hua [US/US]J; 15 Tyler Drive, Holden, MA 01520
(US). ARGIRIADI, Maria, A. [US/US]; 273 Main Streel,
Wayland, MA 01778 (US). CUFF, Carolyn, A. [US/US],
23 Elliot Trail, Gralton, MA 01519 (US). HINTON, Paul,
R. {US/US]; 321 Dunsmuir Terrace #4, Sunnyvale, CA
94085 (US). KUMAR, Shaukar [US/US]; 3930 Kral
Place, Pleasanton, CA 94588 (US). MELIM, Terry, L.
[US/US]; 16b Sunnyside Lane, Derry, NH 03038 (US).
CHEN, Yan [CN/US); 4861 Central Avenue, Apt. 201,
I'remont, CA 94536 (US).
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(34

Agents: SESHADRI, Tara et al.; Abbott Biorescarch
Center, 100 Research Drive, Worcester, MA 01605-4314
(Us).

Designated States (urnless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, CA, CH,
CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EL, EG,
ES, HI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, 1L,
IN, IS, JP, KL, KG, KM, KN, KP, KR, KZ, LA, LC, LK,
LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW,
MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL,
PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV, SY,
TJ, ™™, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA,
M, ZW.

Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
Buropean (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
I'R, GB, GR, HU, I, IS, IT, LT, LU, LV, MC, MT, NL, PL,
PT, RO, SL, SI, SK, TR), OAPI (BL;, BJ, CI\, CG, CI, CM,
GA, GN, GQ, GW, ML, MR, N[, SN, TD, TG).

Published:

(88)

with international search report

before the expiration of the time limit for amending the
claims and to be republished in the event of receipt of
amendments

with sequence listing part of description published sepa-
rately in electronic form and available upon request from
the International Bureau

Date of publication of the international search report:
9 April 2009

(54) Title: INTERLEUKIN -13 BINDING PROTEINS

activity is detrimental.

w0 20087127271 A3 I 000000 0O O O D0

(57) Abstract: The prescnt invention encompasses IL- 13 binding proteins. Specifically, the invention relates to antibodies that are
chimeric, CDR grafted and humanized antibodies. Preferred antibodies have high affinity for hIL-13 and neutralize hiL-13 activity
in vitro and in vivo. An antibody of the invention can be a full-length antibody or an antigen-binding portion thereof, Method of
making and method of using the antibodies of the invention are also provided. The antibodies, or antibody portions, of the invention
are useful for detecting hIL-13 and for inhibiting hIL-13 activity, e.g., in a human subject suffering from a disorder in which hTL-13



INTERNATIONAL SEARCH REPORT Tmermational application No.
PCTAIS 07/19660

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - C12P 21/08; CO7H 21/00 (2008.01)
USPC - 530/388.23; 536/23.53

According to Intemational Patent Classification (IPC) or to both national classification and I1PC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
IPC(8) - C12P 21/08; COTH 21/00 (2009.01)
USPC - 530/388.23; 536/23.53

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
USPC - 424/158.1; 435/243; 435/252.33; 435/254.11; 435/254.2; 435/254.21; 435/325; 435/348; 435/349; 435/358; 435/365; 436/419;
435/69.6; 514/12; 530/350; 530/387.1; 530/387.3; 530/388.1; 530/391.3; 530/391.7; 536/23.53; 424/145.1; 530/388.23 435/69.1; 4351320

Electronic data base consulled during the intemational search (name of data base and, where practicable, search terms used)

WEST (PGPB,USPT EPAB JPAB): Intarleukin-13, IL-13, antibody, binding protein, inhibitor, agonist, ligand, immunoglobutin, constant
domaln, fight chain, heavy chain, crystallized antibody, carrier-free, controlled release, adjuvant, hyaluronidase. GenCore version 6.3 (all
DB): SEQ 1D NO:32, 33, 4, 6, 46, 47, 70, 71, B0, 81

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*® Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2006/0063228 A1 (Kasaian, et al) 23 Mar 2006 (23.03.2006); abslract; SEQ 1D NQ: 23,21, | 1, 2, 16, 23-25, 2733, 37
- Table 1, pg 14, col 2; SEQ ID NO: 29, 27, pg 46, 47; claims 33, 43; Fig 19; para [0010), [0014), | -50, 52, 53, 58, 59, 61-69
Y {0029), {0042}, [0055], [0056], [0076), [0094], (0097), [0101}, (0107], (0131}, (0134}, {0147, [T
{0150), {0153}, [0154), [0170), [0172), [0177), {0178}, [0189], [0197)-{0199), [0206], [0212], 26, 34-38, 40, 51, 54-57,
[0216)-{0218], {0246), (027 1], {0287). (0302} 60
26
Y US 2004/0096452 A1 (Denney) 20 May 20 2004 (20.03.2004); SEQ 1D NO: 48 pg 53, 54, para
{0336)
60
Y US 2003/0175261 A1 (Weickmann) 18 Sep 2003 (18.09.2003); para (0060}
34-36, 40, 51, 54-57
Y US 2005/0147610 A1 (Ghayur, et al.) 07 Jul 2005 (07 07.2005); para [0104), (0105}
1-69
A US 2005/0065327 A1 (Monk, et al.} 24 Mar 2005 (24.03.2005)
D Further documents are listed in the continuation of Box C. D
* Special categories of cited documents: “T"  later document published after the international filing date or priority
“A" documem defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
10 be of particular relevance the principle or theory underlying the invention
“E" earlier application or patent but published on or after the inlemational  «x™ ¢ 1 of particular relevance; the ctaimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
“L" dpcgmenl \\')gi‘qhhm:y Ihrgl\y clt?ublf1 on p?iorily t::lm'm(s). or whicl;‘is step when the document is taken alone -
ciled to establish the publication date of another cilation or OWEr wyv  gocyment of particular relevance; the claimed invention cannot be
special reason (as specified) considered o nvolve an inventive step when the document is
“0™ "document referring 1o an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvious to a person skilled in the an

“P"  document published prior (0 the international filing date but later than  «g  gocument member of the same patent family
the priority date claimed

Date of the actual completion of the international search - Date of mailing of the international search repont
03 Feb 2009 (03.02.2009) 0 9 F E B 2009
Name and mailing address of the 1ISA/US Authorized ofTicer: :
Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Les W. Young
P.0. {50)]( 1450, Alexandria, Virginia 22313-1450 PCT Helpdeix: 571-2724300

Facsimile No.  571-273-3201 PCT OSP: 571.272.7774

Form PCT/ISA/210 (second sheet) (April 2007)



INTERNATIONAL SEARCH REPORT Intemational application No.

PCT/US 07/19660

Box No. Il Qbservations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international scarch report has not been established in respect of centain claims under Article 17(2)(a) for the following reasons:

N D Claims Nos.:

because they relate to subject matter not required 1o be searched by this Authority, namely:

2. E] Claims Nos.: :
because they relate to parts of the international application thal do not comply with the prescribed requirements to such an
extent that no meaningful intcrational search can be carried out, specifically:

3. [ ciaims Nos:

because they are dependent claims and arc not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. 11l Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this international application, as follows:

Group |, claims 1-69, wherein claim 2 is limited 1o residues 31-35 of SEQ ID NO: 32; claim 4 - to the VH 25C8 variable domain COR sel;
claim 6 - to VH 25C8 and VL 25C8 COR sets; claim 8 - to SEQ ID NO: 6; ciaims 13 and 15 - 1o-SEQ 1D NO:70; claim 14- SEQ ID
NO:70 and 71.

Group i+, claims 1-69. Should additional fee be paid, Applicant is Inviled to make an elaction of SEQ 1D NOs of claims 4, 6,8, 13-15to
be searched. '

Group i, claims 70-103, drawn to an anti-IL 13 isolated antibody or antigen binding fragment thereof.

esesscesessresnacraressess SEE SUPPLEMENTAL PAGE TO CONTINUE *#sstessssasanetanuuneustntasnssese

1. D As all required additional search fces were timely paid by the applicant, this international scarch report covers all searchable
claims. '

2. D As all searchable claims could be searched without cffort justifying additional fees, this Authority did not invite payment of
additional (ces.

E@ As only some of the required additional search fees werc timely paid by the applicant, this interational scarch report covers
only those claims for which fees were paid, specifically claims Nos.:
Claims 1-69, limited to VH 25C8 CDR, VK 13CS COR, VL 13CS COR Sets and SEQ 1D NO: 70, 71, 80, 81.

(=)

4 D No required additional search fees were timely paid by the applicant. Conscquently, this intermational scarch report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest [:] The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest bul the applicable protest
fee was not paid within the time limit specified in the invitation.

@ No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2007)



" INTERNATIONAL SEARCH REPORT

Information on patent family members Intemational application No.

PCT/US 07/19660

sresscsasavasrsnserseniessansares G 0D EMENTALPAGE ***** eoeae

BOX Il Observations where unity of invention is lacking:

The invantions listed as Groups 1-Il do not relate {o a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they tack the same or corresponding special technical (eatures for the following reasons:

Although Groups I-11l do share the technical feature of an anti-IL 13 isolated antlbody or antigen binding fragment thereof, this shared
tachnicat feature does not represent a contribution over the prior art of US 2006/0140948 A1 to Foltz, et al. (29 Jun 06) that teaches
fully human monoclonal anti- IL-13 antibodies (abstracl) inhibiting binding of IL-13 to IL-13 receptor alpha (para {0008)). As the above
antibody were known at the lime of the invention, as evidenced by the teaching of Foltz et al., this cannot be considered a special
technical feature that would otherwise unify the groups.

tn addition, the sequencas of groups | and Ii+ are patentably distinct because lhey are unrelated sequences and antibodies comprising
sald sequences differ in structure and in biological activity.

Groups !-lll therelore lack unity under PCT Rule 13 because they do not share 8 same or corresponding special technical (aature.

Form PCT/iSA/210 (palent family annex) (April 2007)



PATENT COOPERATIDR THUS2807/019660 09.02.2009

* From the
INTERNATIONAL SEARCHING AUTHORITY

To L ARA SESHADRI . PCT

ABBOTT BIORESEARCH CENTER

100 RESEARCH DRIVE WRITTEN OPINION OF THE
WORCESTER, MA 01605-4314 INTERNATIONAL SEARCHING AUTHORITY

(PCT Rule 43bis.1)

Date of mailing

(day/month/year) 09 F EB 2009

Applicant’s or agent’s file reference FOR FURTHER ACTION
8370.W0.01 ' : See paragraph 2 below
Intcrnational application No. International filing date (day/month/year) Priority date (day/month/year)
PCT/US 07/19660 07 September 2007 (07.09.2007) 08 September 2006 (08.09.2006)

International Patent Classification (IPC) or both national classification and IPC
IPC(8) - C12P 21/08; CO7TH 21/00 (2009.01)
USPC - 530/388.23; 536/23.53 :

Applicant  ABBOTT LABORATORIES

). This opinion contains indications relating to the following items:

BoxNo. 1  Basis of the opinion

Box No. Il  Priority

Box No. Il Non-establishment of opinion -with regard 1o novelty, inventive step and industrial applicability
Box No. 1V Lack of unity of invention

Box No.V  Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or industrial applicability;
citations and explanations supporting such statement .

Box No. VI Certain documents cited

Box No. VII  Certain defects in the international application

OXO XXOOX

Box No. VIIl Certain observations on the international application

2. FURTHERACTION

If a demand for international preliminary cxamination is made, this opinion will be considered to be a written opinion of the -
International Preliminary Examining Authority (“IPEA™) except that this does not apply where the applicant chooses an Authority
other than this one 10 be the IPEA and the chosen IPEA has notified the International Burcau under Rule 66.1bis(b) that written
opinions of this Intcrnational Searching Authority will not be so considered.

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the IPEA
a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing of Form
PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later.

For further options, sce Form PCT/ISA/220.

3. For further details, sce notes to Form PCT/ISA/220.

Name and mailing address of the 1ISA/US | Date of completion of this opinion Authorized officer:

Mail Stop PCT, Attn: ISAUS ’ . Lee W. Young
Commissioner for Patents ’

P.0. Box 1450, Alexandria, Virginia 22313-1450 03 February 2009 (03.02.2009) PCT Helpdesk: §71-272-4300
Facsimile No. 571-273-3201 PCT OSP; 571-272-7774

Form PCT/ISA/237 (cover sheet) (April 2007)



PCT/US

WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY
PCT/US 07/19660
Box No. 1 Basis of this opinion
1. With regard to the language, this opinion has been established on the basis of:
the international application in the language in which it was filed.
D a translation of the intemational application into which is the language of a

translation furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)).

2. D This opinion has been established taking into account the rectification of an obvious mistake authorized by or notified
to this Authority under Rule 91 (Rule 43bis.1(a))

3. With regard to any nucleotide and/or amino acid.sequence disclosed in the international application, this opinion has been
established on the basis of:

a. type of material

a sequence listing

D table(s) related to the sequence listing

b. format of material

D on paper
in electronic form

c. time of filing/furnishing
contained in the international application as filed
D filed together with the international application in electronic form

D furnished subsequently to this Authority for the purposes of search

4, In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been
filed or furnished, the required statements that the information in the subsequent or additional copies is identical to that
in the application as filed or does not go beyond the application as filed, as appropriate, were furnished.

5. Additional comments:

GenCore version 6.3 (all databases): SEQ 1D NO:32, SEQ 1D NO:33, SEQ ID NO:6, SEQ ID NO:70, SEQ 1D NO:71, SEQ 1D NO:4,
SEQ ID NO:46, SEQ ID NO:47, SEQ ID NO:16, SEQ ID NO:17. SEQ ID NO:18, SEQ ID NO:12, SEQ ID NO:20, SEQ D NO:24, SEQ
ID NO:25, SEQ ID NO:23, SEQ ID NO:80, SEQID NO:81




WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING AUTHORITY

PCT/US2Z2A0 7T 9p609.02:2009

PCT/US 07/18660

Box No. IV Lack of unity of invention

1 M In response to the invitation (Form PCT/ISA/206) to pay additional fees the applicant has, within the appicable time limit:
paid additional fees

D paid additional fees under protest and, wherc applicable, the protest fec
l:l paid additional fees under protest but the applicable protest fee was not paid

[:] not paid additional fees

‘

2, D This Authority found that the requirement of unity of invention is not complied with and chose not to invite the applicant to
pay additional fees.

3. This Authority considers that the requirement of unity of invention in accordance with-Rule 13.1,13.2 and 13.3 is

D complied with

/
N not complied with for the following reasons:

Group |, claims 1-69, wherein claim 2 is limited to residues 31-35 of SEQ iD NO: 32; claim 4 - to the VH 25C8 variable domain COR set;
claim 6 - to VH 25C8 and VL 25C8 CDR sels; claim 8 - to SEQ ID NO: 6: claims 13 and 15 - to SEQ 1D NO:70; claim 14- SEQ 1D NO:70
and 71. ’ ‘

Gfoup {1+, claims 1-69. Should additional fee be paid, Applicant is invited to make an elsction of SEQ ID NOs of claims 4, 6, 8, 13-15to
be searched. :

Group Iil, claims 70-103, drawn to an anti-IL13 isolated antibody or antigen binding fragment thereof.

The inventions listed as Groups 141l do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Although Groups I-lil do share the technical feature of an anti-IL13 isolated antibody or antigen binding fragment thereof, this shared
technical feature does not represent a contribution over the prior art of US 2006/0140048 A1 to Foltz, et al. (20 Jun 06) that teaches fully
human monoclonal anti- IL-13 antibodies (abstract) inhibiting binding of IL-13 to IL-13 receplor alpha 1(para {0008}). As the above
antibody were known at the time of the invention, as evidenced by the teaching of Foitz et al., this cannot be considered a special
technical feature that would otherwise unify the groups.

In addition, the sequences of groups | and lI+ are patentably distinct because they are unrelated sequences and antibodies comprising
said sequences differ In structure and in biological activity.

. Groups |- therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.

4. Consequently, this opinion has becn established in respect of the following parts of the international application:

D all parts

W . . 1-69, limited to VH 25C8, VH 13CS, VL 13CS CDR Sets, and SEQ 1D 70, 71, 80, 81
| X] the parts relating to claims Nos.
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Box No.V Reasoned statement under Rule 43bis.1(a)(i) with regard to no&elty, inventive step or industrial applicability;
citations and explanations supporting such statement '

1.  Statement

i 1-6
Novelty (N) Claims 9 ‘ A VES
Claims NONE O
[nventive step (1S) Claims 3-15,17-22 : VES
Claims 1,2, 16, 23-69 o
Industrial applicability (1A) Claims 1-69 VES
Claims NONE NO

2. Citations and explanations:

Claims 1, 2, 16, 23-25, 27-33, 37-39, 41-50, 52, 53, 58, 59, 61-69 lack an inventive step under PCT Article 33(3) as being obvious over us
2006/0063228 A1 to Kasaian, et al (hereinafter "Kasalan").

As to claims 1 and 16, Kasalan discloses a binding protein comprising an antigen binding domain, said binding protein capable of binding
1L-13 (abstract), said antigen binding domain comprising at least one COR comprising an amino acld sequence selected from the group
consisting of (Table 1, pg 14, col 2):

CDR-H2. XI-X2-X3-X4-X5-X6-X7-X8-X9-X10-X11-X12-X13 .X14-X15-X16-XI7(SEQ ID NO: 65) | wherein;

X1olsas. X2is1,X31s S, X41s S, X5is G, X6is G, X10is Y. X11is Y, X12is P, X13is D, X141s S, X15is V, X168 Is K, X17is G (SEQ 1D
NO:23, Table 1).

Kasaian does not disclose that X7is S, Y or G; XBIsE, N, Y, V, o R:X91s T, I, or K. However, Kasaian does disclose a minimum core
CDR sequence wherein said amino acids Is any naturally occurring amino acld (Table 1; “Xaa 5...9 can be any naturally occurring amino
acid,” SEQ 29; pg 47). Thus, it would have been obvious to a person of ordinary skill In the art how to select the defined amino acids in .
positions 5-7 without undue experimentation.

in addition, Kasalan further discloses CDR-L3. XI-X2-X3-X4-X5-X6-X7-X8-X9 (SEQ ID NO: 69) , wherein;

X1is Q, X21s Q, X4is N, X5is E, X6is D, X7 is P, X8 is W, X91is T (SEQ ID NO:21, Table 1).

Kasaian does not disclose that X3 of sald COR-L3is H, G, Y, W, or N. However, Kasaian does disclose a minimum core CDR sequence
whereln X3 Is any naturally occurring amino acid (Table 1; "Xaa 1...3 can be any naturally occurring amino acid,” SEQ 1D NO:27; pg 46-
47). Thus, it would have been obvious to a person of ordinary skill in the art how to select the defined amino acids in the third position
without undue experimentation. .

As to claim 2, Kasalan further discloses a CDR comprising an amino acid sequence QQXaaNTLPLT, wherein Xaa may be any naturally
occurring amino acid (Table 1; "Xaa 1...3 can be any naturally occurring amino acid," SEQ ID NO:27; pg 46-47). Thus, it would have been
obvious to a person of ordinary skill in the art how to select the defined amino acids in the third position without undue experimentation.

As lo claim 23, Kasalan further discloses that said antibody construct further comprising an immunoglobulin constant domain (para [0010],
{0029}, {0101}, [0172)).

As to claim 24, Kasalan further discloses that sald binding protein [s selected from the group consisting of a monacional antibod {mAb13.2,
para {0014]), a humanized antibody (abstract).

As to claim 25, Kasalan further discloses that said binding protein comprises a heavy chain immunoglobulin constant domain selected
from the group consisting of a human IgM constant domain, a human IgG1 constant domain, a human 1gG2 constant domain, a human
1gG3 constant domain, a human 1gG4 constant domain {para {0010}, {0028}, [0101], [0107)).

As to claim 27, Kasaian discloses thet said antibody conjugate further comprising an agent selected from the group consisting of: an
finmunoadhension molecule, an imaging agent, a therapeutic agent, and a cytotoxic agent (para {0131, "Antibodies can be conjugated by
chemical methods with radionuclides, drugs, macromolecules, or other agents, or can be made as fusion proteins comprising one or more
CDRs described herein.”)

As to claim 28, Kasalan discloses that said agent Is an imaging agent selected from the group consisting of a radiolabel (para {0131,
*Antibodies can be conjugated by chemical methods with radionuclides...”)

As to claim 29, Kasalan discloses that sald imaging agent is a radiolabel selected from the group consisting of: 3H, 14C, 35S, 90Y, 99Tc,
111in, 1251, 1311, 177Ly, 166Ho, and 153Sm (para {0246)).

As to clalm 30, Kasaian discloses that said agentis a therapautic or cytotoxic agent selected from the group consisting of; an anti-
metabolite, an alkylating agent, an antibiotic, a growth factor, a cytokine, an anti-angiogenic agent, an anti-mitotic agent, an anthracycline,
toxin, and an apoptotic agent. (para (0131, Antibodies can be conjugated by chemical methods wilh radionuclides, drugs,
macromolecules, or other agents, or can be made as fusion proteins comprising one or mare CDRs described herein.”)

SEE SUPPLEMENTAL BOX TO CONTINUE
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Box No. VII  Certain defects in the international application

The following defects in the form or contents of the international application have been noted:
There are two claims numbered 66, while claim 67 is missing. For the purpose of the search the second claim 66 is named "claim 67."
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Supplemental Box
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Continuation of:
Box No. V(2) Citations and Explanations:

As to claim 31, Kasalan discloses the antibody construct according to claim 24, wherein said binding protein possesses a glycosylaflon
pattern (para [0134], "the antibody may be modified to have an altered glycosylation pattern (e.g., altered from the driginal or native
glycosylation pattern). As used in this context, "altered” means having one or mare carbohydrate moieties deleted, and/or having one or
more glycosylation sites added to the original antibody. Addition of glycosylation sites to the presently disclosed antibodies may be
accomplished by altering the amino acid sequence to contain glycosylation site consensus sequences; such techniques are well known in
the art;" para {0153] "Polypeptides made In yeast or bacteria can be modified, e.g., glycosylation of appropriate sites;" claim 16, "The
antibody, or antigen-binding fragment thereof, of claim 15 having a constant region mutated to decrease ... antibody glycosylation...").
Kasaian further discloses that "the antibody binds to a human antigen, e.g., IL-13" (para [0056)). Kasaian does not expressly disciose that
sald binding protein possesses a human glycosylation pattern. However, it would have been obvious to one of ordinary skill in the art to
modify said antibody to possess a human glycosytation pattern to diminish immunogenic reaction of a human subject to whom said
antibody are delivered.

As to claim 32, Kasaian discloses 32 the binding protein according to claim 1, wherein said binding protein is a crystaliized binding protein.
(para [0271], "The Fab fragments themselves were crystallized...”)

As to claim 33, Kasalan discloses the antibody construct according to claim 23, wherein sald antibody construct is a crystallized antibody
construct (para [0271], "The Fab fragments themselves were crystallized...”)

As to claim 37, Kasalan discloses an isolated nucleic acid éncoding a binding protein amino acid sequence of claim 1 (para [0147],0150})). |

As to claim 38, Kasalan discloses an isolated nucleic acid encoding an antibody construct amino acid sequence of claim 23 (para [0042],
{0147)). : '

As to claim 39, Kasaian discloses a vector comprising an isolated nucleic acid according to claim 38 (para [0154]).
As to claim 41, Kasaian discloses a host cell comprising a vector according to claim 39 (para [0153], [0154]).

As to claim 42, Kasalan discloses the host cell according to claim 41, wherein said host cell is a prokaryotic cell (para [0153] " it may be
possible to recombinantly produce polypeptides in ... prokaryotes (e.g., Escherichia coli,Bacilius subtilis, and Salmonella typhimurium).

As to claim 43, Kasalan discloses the host cell according to claim 41, wherein sald host cell is E. coli (para [0153], [0287)).

As to claim 44, Kasalan discloses the host cell according to claim 41, wherein said host cell is a eukaryotic cell (para [0153] " it may be
possible to recomblinantly produce polypeptides in lower eukaryotes such as yeast (e.g., Saccharomyces, Pichia, Kluyveromyces strains,
and Candida strains). .

As to claim 45, Kasalan discloses that said eukaryotic cell is selected from the group consisting of protist cell, animal cell, plant cell and
fungal cell (para [0153], (0154]).

As to claim 46, Kasalan discloses that said eukaryotic cell is an animal cell selected from the group consisting of; a mammalian cell, an
avian celi, and an insect cell (para (0153], [0154], [0302]).

As to claim 47, Kasaian discloses that said host cell is a CHO cell (PARA [0287]).

As to claim 48, Kasaian discloses that sald host cell Is COS (EXAMPLE 6, para [0302}).

As lo claim 49, Kasalan discloses that sald host cell is a yeast cell (para (0153]).

As to claim 50, Kasaian discloses that said yeast cell is Saccharomyces cerevisiae (para {0153]).

As to claim 52, Kasaian discloses a method of producing a protein capable of binding iL-I3, comprising culturing a host cell of ctaim 41 in
culture medium under conditions sufficient to produce a binding protein capable of binding \L-I3 (para [0097}, "When the antibody protein
or biologically active portion thereof Is recombinantly produced;” claim 43; para {0055}, "Nucleic acids that include sequences encoding
protein chains that include such variable domains can be expressed in mammalian calls, e.g., tissue culture cells;” para {0076), FIG. 19
*Fully humanized mAb13.2 (h13.2v2) retains full binding activity to IL-137).

As to claim 53, Kasalan discloses a protein produced according to the method of claim 52 (abstract, para {0097].

As to claim 58, Kasaian discloses a pharmaceutical composition comprising the binding protein of claim 1, and a pharmaceutically
acceptable carrier (para [0170); para {0177)).

As to claim 59, Kasaian discloses the pharmaceutical composition of claim 58 wherein said pharmaceutically acceptable carrier functions
as adjuvant (para [0177]) useful to increase the absorption {[0189] “delivery enhancers such as surfactants can be used to further enhance
pulmonary delivery. A rsurfactant” as used herein refers to a compound having hydrophilic and lipophilic moietlas that promote absorption
of a drug by interacting with an interface between two immiscible phases”) of said binding protein. '

As to clalm 61, Kasaian discloses the pharmaceutical composition of claim 58 further comprising at teast one additional therapeutic agent
for treating a disorder in which IL-13 activity is detrimental ({0218}, “Examples of preferred additional therapeutic agents that can be
coadministered and/or coformulated with one or more IL-13 antagonists."}

SEE the following SUPPLEMENTAL BOX TO CONTINUE
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As to claim 62, Kasaian discloses the pharmaceutical composition of claim 61, wherein said additional agent Is selected from the group
consisting of: imaging agent, etectable label or reporter (para (0131], (0246]), therapeulic agent, anti-cytokine antibody or functional
fragment thereof: detectable label or reporter; a TNF antagonist; an immunoglobulin, a beta agonist, an inhaled steroid, a cytokine
antagonist (para [0218]). :

As to claim 63, Kasalan discloses a method for reducing human IL-3 aclivity comprising contacting human IL-13 with the binding protein of
clallm 1 such that human IL-13 activity is reduced (abstract; para [0076], FIG. 19 "Fully humanized mAb13.2 (h13.2v2) retains full binding
activity to IL-137).

As to claim 64, Kasaian discloses a method for reducing human IL-13 activity in a human subject suffering from a disorder in which IL-13
act!vlty is detrimental (abstract), comprising administering to the human subject the binding protein of claim 1 such that human IL-13
activity in the human subject is reduced (para [0076], FIG. 19 "Fully humanized mAb13.2 (h13.2v2) retains full binding activity to IL-137).

As to claim 65, Kasaian discloses a method for treating a subject for a disease or a disorder in which IL-13 aclivity is detrimental by
administering to the subject the binding protein of claim 1 such that treatment is achieved (abstract; para [0076), FIG. 19 "Fully humanized
mAb13.2 (h13.2v2) retains full binding activity to IL-13"). '

As to claim 66, Kasaian discloses that said disorder is selected from the group consisting of respiratory disorders (para [0188],
[0199));0ther conditions involving airway inflammation (para [0084], [0197]; atopic dermatitis (para (0206)).

As to claim 67, Kasalan discloses that said disorder is selected from the group consisting of fibrotic lung disease (para [0212]); atopic
dermatitis (para {0208}).

As 1o claim 68, Kasaian discloses a method of treating a patient suffering from a disorder in which IL-13 is detimental (abstract, para )
[0216], {0217}) comprising the step of administering the binding protein of claim | before, concurrent, or after the administration of a second
agent, wherein the second agent is selected from the group consisting of inhaled steroids; beta-agonists; antagonists of leukotrienes or
leukotriene receptors (para [0218]). .

As 1o claim 69, Kasaian discloses that sald administering to the subject is by at least one mode selected from parenteral, subcutaneous,
intravenous {para [0178]).

Clalm 26 lack an Inventive step under PCT Article 33(3) as being obvious over Kasaian, as above, in view of US 2004/0096452 A1
{Denney).

As to claim 26, Kasaian does not disclose an immunoglobufin constant domain having an amino acid sequence SEQ iD NO.:4. This
element [s disclosed by Denney (pg 53, 54 SEQ ID NO: 49; para [0336]). it would have been obvious to one of ordinary skill in the art to
combine variable domains taught by Kasalan with the constant domain taught by Denney because Denney explains that said constant
region CK Is the same as that found in the native proteins (para [0336], "The DNA seguence encoding the CK region Is listed in SEQ ID
NO:48; the amino acid sequence encoded by SEQ ID N0:48 is listed in SEQ ID N0:49") to diminish immunogenic reaction of a human
subject to whom sald antibody are delivered.

Claims 34-36, 40, 51, 54-57 lack an inventive step under PCT Article 33(3) as being obvious over Kasaian, as above, in view of US
2005/0147610 A1 to Ghayur, et al. (hereinafter "Ghayur").

As to claim 34, Kasaian does not disclose that sald crystallized antibody construct is a carrier-free pharmaceutical controlled release
crystallized antibody construct. This element is taught by Ghayur (para [0110], "a crystallized binding protein comprising any one of the
binding proteins disclosed above, wherein the binding protein exists as a crystal. Preferably the crystal is a carrier-iree pharmaceuticat
controlled release crystal”).

As to claim 35, Ghayur further discloses thal said anlibody construct has a greater half life in vivo than the soluble counterpart of said
antibody construct (para [0110]).

As to claim 36, Ghayur further discloses that said antibody construct retains biological activily after crystallization (para [01 10).

As 1o claim 40, Kasaian does not disclose thal said vector Is selected from the group consisting of pcDNA, pTT, pTT3, pEFBOS, pBV, plY,
and pB!. Said element, in the context of producing human antibody molecules for IL-18, is taught by Ghayur (para {0104], "a vector
comprising the isolated nucleic acid disclosed above wharein sald vector is selected from the group consisting of pcDNA; pTT {Durocher et
al., Nucleic Acids Research 2002, Vol 30, No.2); pTT3 (pTT with additional multiple cloning site; pEFBOS (Mizushima, S. and Nagata, S.,
{1990) Nucleic acids Research Vol 18, No. 17), pBV; pJV; and pBJ™). it would have been obvious to one of ordinary skill inthe art to
employ vectors taught by Ghayur for producing IL-13 binding protein taught by Kasaian, because said vectors are convenient tools for
proteln expression in a variety of hosts, as taught by Ghayur (para [0105], " Preferably the host cell is a prokaryotic cell. More preferably
the host cell is E. Coli. In a related embodiment the host cell is an eukaryotic cell. Preferably the eukaryotic cell is selected from the group
consisting of protist cell, animal cell, plant cell and fungal cell. More preferably the host cell Is a mammalian cell inciuding, but not limited
to, CHO and COS; or a fungal cell such as Saccharomyces cerevisias; or an insect cell such as Sf9.")

SEE the following SUPPLEMENTAL BOX TO CONTINUE
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As to claim 51, although Kasalan discloses that said host cell is an insect cell (para [0154), "Polypeptides can aiso be produced in animal
cells, e.g., insect,” Kasalan does not expressly disclose that said insect cell is Sf9. This element, in the context of producing human
antibody molecules for IL-18, is taught by Ghayur ((para [0105]). It would have been obvious to one of ordinary skill in the art to use Sf9
cells to produce anti-IL-13 antibody without undue experimentation.

As to claim 54, the combination of Kasaian and Ghayur discloses a composition for the release of a binding protein said composition
comprising:

(a) a formulation, wherein said formutation comprises a crystallized binding protein (Ghayur, para (01 10}), according to claim 33 (Kasaian,
para (0271)) and an ingredient (Kasaian, para [0218}, "Examples of preferred additional therapeutic agents that can be coadministered
and/or coformulated with one or more IL-13 antagonists.”), and .

(b) at least one polymeric carrier (Kasaian, para [0170}; [0177}, * The liquid form of the pharmaceutical composition may further contain ...
polyethylene glycol.”)

As to claim 55, Kasaian discloses the composition according to claim 54, wherein said polymeric carrier Is poly (ethylene glycol) (para
[0177)).

As to claim 56, Kasalan discloses the composition according to claim 54, wherein said ingredient is polyethylene glycol (para [0177]).

As to claim 57, Kasalan discloses a method for treating a mammal comprising the step of administering to the mammal an effective
amount of the composition according to claim 54 (claim 33).

Claim 60 lack an inventive step under PCT Article 33(3) as being obvious over Kasalan, as above, in view of US 2003/0175261 A1
(Weickmann). '

As to claim 60, Kasalan does not disclose that said adjuvant is hyaluronldase. However, Weickmann teaches that hyaluronidases are
used as penetrants and adjuvants during a peptide administration (para {0060]). It would have been obvious to one of ordinary skill in the
art to use hyaluronidase as an adjuvant per Weickmann to increase absorption of the binding protein.

Claims 3-15, 17-22 meet the criteria set out in PCT Article 33(2)-(3), because the prior art does not teach or fairly suggest the claimed
subject matter. : .

As to claims 3-12 and 15, prior ant does not teach or fairly suggest the binding protein according to claim 1, wherein said binding protein
comprises at least 3 CDRs (ciaim 3), and specifically does not teach the claimed variable domain COR sets .

VH 25C8 COR Set (VH 25C8 CDR-H1, VH 25C8 CDR-H2, VH 25C8 CDR-H3 (Residues 31-35, 50-66, and 99-105 of SEQ ID NO:32),

VH 13CS CDR Set (VH 13C5 CDR-H1, VH 13C5 ODR-H2, VH 1305 CDR-H3 (Residues 32-38, 52-67, and 100-112 of SEQ ID NO: 486}, or
VL 13CS CDR Set (VL 1305 ODR-L1, VL 13C5 CDR-L2, VL 1305 ODR-L3 (Residues 24-34, 50-56, 89-97 of SEQ 1D NO:47) (claims 4-6).

As o claims 13, 14, 17-22, prior art does not teach or falrly suggest the binding protein according to claim 1, whereln sald binding protein
comprises at least one variable domain having an amino acid sequence selected from the group consisting of SEQ ID NO: 70, 71, 80, 81. -

Claims 1-69 have industrial applicability as defined by PCT Article 33(4) because the subject matter can be made or used in industry.




