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MEMORIAL DE ALCANCE
ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogotd D.C., identificado segiin
aparece al pie de mi firma, en mi condicion de apoderado de la sociedad en referencia,
manifiesto lo siguiente:
El dia 5 de diciembre de 2007, bajo el nimero de radicaciéon 07.128.814, presenté la
solicitud de patente de invencion de la referencia, para la cual adjunto Reporte Preliminar

Internacional sobre Patentabilidad Capitulo 1.

Atentamente,

C.C.N0.79.143.366 de Usaquén
T.P.20.281 '

Anexo: Reporte Preliminar Internacional sobre Patentabilidad Capitulo I.
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1. This international preliminary report on patentabitity (Chapter D) Is iesved by the International Bureau on behalf of the
International Searching Authority under Rule 44 bis,1(a).

2. This REPORT consists of a total of 10 sheets, including this cover sheet.

In the attached sheets, any reference to the written opinion of the Infernational Searching Authority should be read as a reference
to the international preliminary report on patentability (Chapter I) instead.
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;z BoxNo. I
}:ﬂ Box No. 1]

D Box No. IV

}:ﬂ Box No. V.

[ ] BoxNo.v1

ES Box No. VI
] Box No. vt

date (Rule 44bis .2).

3. This report contains indications refating to the following ilems:

Basis of the report
Priority

Nen-establishment of opinion with regard w now}elty, inventive step and industrial
applicability '

Lack of unity of lavention

Reasoned siatement under Article 35(2) with regard fo novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

Certain documents cited
Certain defects in the international application

Certain observations on the international application

4,  The Internations! Bursau will conuminioate this report o designatéd Offices in aceordance with Rules 445i5.3(c) and 93bis.1 but
not, exeept where the applicant makes an express request under Article 23(2), before the expiration of 30 months from the priority

Date of issuance of this report
06 December 2007 (06.12.2007)
The International Bureau of WIPO Authorized officer
34, chetin des Colombettas . . .
1211 Geneva 20, Switzerland Agn es Wittmann RGQ'S
Pacsimile No. +41 22 338 82 70 e-mail pl06.pet@wipo.int

Fosn PCT/IB/3T3 (January 2004)
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WRITTEN OPINION OF THE ' Intsrnational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAIS2008021878

Box No.l Basis of the opinion

1, With regard to the fanguage, this opinion has bean establishad on the basis of:
8 the international application In the language in which it was filed

L1 atranslation of the international application into , which is the language of a translation furnished for the
purposes of internafional search {(Rulss 12.3(g) and 23.1 {b}).

2. With regard fo any nucleotide and/or amino acid sequericé disclosed in the international application and
necessary fo the claimed invention, thig opinion has been established on the basis of:

a. type of material:
B a sequence iisting
3  table(s) related 1o the sequence listing
b. format of material
B on paper
B in e!ectro'mc form
c. time of filingfurnishing:
3 contained In the international application as filed.
0. filed together with the international appflication in electronic form.

K furnished subsequently to this Authorily for the purpuses of search:

3. & In addition, in the case that more than one version or copy of a sequence listing and/r table relating therefo

has been filed or furnished, the required statsments that the information in the subsequent or additional
copies Is identical to that in the application as filed or does not go beyond the applicafion as filed, as
appropriate, wers furnished. '

4. Additional comments:

Box No. Il Priotity

1. B The validity of the priotity claim has not been considerad becauss the International Searching Authority

does not have in its possession a copy of the sarlier application whose priority has been claimed or, where

required, a translation of that earlier application. This opinion has novertheless been sstablished on the
assumption that the relevant date (Rules 43b/s.1 and 64.1) is the claimed priority date.

2. 01 This opinion has been established as if no priority had been claimed due to the fact that the priority claim
has been found invalid (Rules 43bis.1 and 64.1). Thus for the purposes of this opinion, the international
filing date indicated above Is considerad fo be the relevant date.

3. Additional observations, If necessary:

Form PGTASA/237 (April 2005)
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WRITTEN OPINION OF THE Intemational application No.,
INTERNATIONAL SEARCHING AUTHORITY ' F’CTAJSZOOB/O21 878

~ Box No. il Non-establishment of opinion with regard 1o novelty, inventive step and industrial
applicability ! :

The questions whether the claimed invention appears to be novel, to involve an inventive step (io be non
obvious), or to be indushrially applicable have not been examined n respect of

| O the entire iniernational application
B claims Nos. 61-88 (regarding JA)
bscause:

B the said international application, or the sald claims Nos. 61-68 (regarding 1A) relate to the following
' subject matter which does not require an international search (specify):

see separate sheet

(1  the description, claims or drawings (indfcate particular efemenis below) or said claims Nos.  are so
unclear that no meaningful opinion could b formed (speciy):

f LI the claims, or gaid claims Nos. are s0 inadequately supported by the dsscription that no meaningful opinion
} could be formed {specify):
{

no international search report has been sstablished for thé whole application or for said claims Nos.

3 a meaningful opinion could not be formed without the sequence fisting; the applicant did not, within the
prescribed fime limit: _

1 furnish aéequence fisting on paper complying with the standard provided for in Annex C of the
Adminisirafive Instructions, and such listing was not available {o the International Searéhing
Authority in a form and mannsr aceeptable io it

1 furnish a sequence listing in elecironic form complying with the standard provided for in Annex C
of the Administrative Instructions, and such listing was not available to the International Searching

\
} Authority in a form and manner acceptable o i,

/ CJ pay the required late furnishing fee for the furnishing of a sequence listing in response to an
|

0

invitation under Rules 13{er.1{a) or (b).

C1  a meaningful opinion could not be formed without the tables related to the sequence fistings; the applicant
did not, within the prescribed time limit, furnish such tables in electronic form complying with the technical
regquirements provided for in Annex C-bis of the Administrative Instructions, and such iablss were not
avatlable to the Intermalional Ssarching Authority in a form and manner acceptable o it.
\

1 the tables related to the nucleotide and/r amino acld sequence listing, if in elecironic form only, do not
comply with the technical requirements provided for in Annex G-bis of the Admin%straﬁve Instructions.

{1 See Supplemental Box for further detalls

Form POTASA/237 (April 2005)
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WRITTEN OPINION OF THE : Intsrmational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAS20068021878

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

1. Statemant
Novelty (N) Yes: Claims 2-9,21-24,26-29,34-45 47-57
' No: Claims 1,10-20,25,80-33,46,58-70
Inventive step (I8) Yes: Claims
No: Claims 1-70
industrial applicabliity (IA) Yas: Claims 1-60,69,70

No: Claims

2. Cigiions and explanations -

see separate sheet

Box No. VIl Certain defects in the international application

The following defects in the form of contents of the international application have been nqted:

see separate sheet

Box No. Viil Certain observations on the international application

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

see separate sheet

Form PCTASA/237 (April 2005)
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WRITTEN OPINION OF THE International application No,
INTERNATIONAL SEARCHING i ,

AUTHORITY (SEPARATE SHEET) PCT/US2006/021878
Re item il

Claims 61.68 relate to subject-maiter 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)(l) PCT).

Re ltem V

1. For the assessment of the present claims 61-88 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 claims. The EPQ, 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 fo 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.

2. Reference is made to the following documérits:

D1: R&D SYSTEMS, INC.: "Monoclonal Anti-mouse TrkB Antibody, Catalog
Number: MAB1494" 21 December 2004 (2004-12-21), R&D SYSTEMS, INC. ,
XP002411850

D2: R&D SYSTEMS, INC.: "Monoclonal Anti-human TrkB Antibody, Catalog
Number: MAB3971" 13 September 2004 (2004-09-13), R&D SYSTEMS, INC. ,
XP002411651 ' ] : '

D3: R&D SYSTEMS, INC.: "Monoclonal Anti-human TrkB Antibody, Catalog
Number: MAB387" 7 September 20038 (2008-08-07), R&D SYSTEMS, INC. ,
XP002411652 ,

D4: GEETHA T ET AL: "Association of the atypical protein kinase C-interacting
protein p62/ZIP with nerve growth factor receptor TrkA regulates receptor
trafficking and Erk5 signaling” JOURNAL OF BIOLOGICAL CHEMISTRY,
AMERICAN SOCIETY OF BIOLOCHEMICAL BIOLOGISTS, BIRMINGHAM,,

U8, vol. 278, no. 7, 5 December 2002 (2002-12-05), pages 4730-4739,
XP002372986 ISSN: 0021-0288

D&: WO 95/15180 A (UNIV CALIFORNIA [US]) 8 June 1995 (1995-06-08)

Form PCT/SA/Z37 (Separate Sheet) (Sheet 1) (EPO-April 2005)
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WRITTEN OPINION OF THE R Intermetionsl application No.
INTERNATIONAL SEARCHING | | ) )
AUTHORITY (SEPARATESHEET) -~ PGT/US2006/021878

D6: WO 96/01837 A (PHILADELPHIA GH!LDREN HOSPITAL [US]) 25 January
1996 (1996-01-25)
D7: QIAN MING D ET AL: "Novel agonist monocional antibodies activate TrkB
' receptors and demonstrate potent neurotrophic activities” JOURNAL OF
NEUF&OSC!ENCE vol. 26, no. 37, ISep’cember 2006 (2008-09), pages 9394~
8403, XP009078184 ISSN; (}270~6474

As long as not otherwiss Indicated, refersnce is made to the passapes cited in the
international search report ;

3. 'Noveny

The present apphaatton dcas rm!; meet the criteria of Article 33(1) PCT, because the
subjeci-matter of claims 1, 10 20, 25, 30-33, 48, 58-70 is not new in the sense of
Article 38(2) PCT.

3.1 Present claims 58 and 60 relate to products, i.e. a hybridoma or a monoclonal
antibody; respectively, wherein they are characterized by a process. However, a
product is not renderedi novel merely by the fact that it is produced by means of a
new process. Accordingly, any hybridoma producmg an anti-TrkB monoclonal

" antibody as well as any antl-TrkB monoclonal anﬁbody known In the art deprives sald
claims from novelty. :

3.2 D1 discloses a monoclonal anti-mouse TrkB antibody (IgG2b-isotype) directed
against the extraceliular domain which shows 75-100% cross-reactivity with human
TrkB and no cross-reactivity with human TrkA, rat TrkA or mouse TrkC. D1 further
teaches the use of said antibody in Western Blots, ELISA and for :
immuanohistochemistry
Thus, D1 anticipates the novelty of present claims 1, 10 32, 33, 46, 58-60 and 69.

3.3 D2 discioses a monocional anti«humar‘x TrkB antibody {igC1 isotype) directed against

' the extraceliular domain which shows no cross-reactivity with human TrkA, rat TrkA,
mouse TrkB, human TrkC or mouse TrkC. D2 further teaches the use of said '
antibody In Western Blots, ELISA and flow cytometry Accordingly, tn view of D2, the

* Form POTASARZS? (Separste Shost) (Shest 2) (BPO-Apr] 2008)
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING ,
AUTHORITY (SEPARBATE SHEET) PCT/US2006/021878
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3.5

3.6

3.7

4.1

subject-matter of present claims 1, 10-20, 30, 46, 58-60 and 69 is not novel.

D3 discioses a monoclonal anti-human TrkB antibody (lgG2b isotype) directed
against the extraceliular domain which shows no cross-reactivity with human TrkA, rat
TrkA and human TrkC, D3 further isaches the uge of said antibody in Western Blots,
ELISA and immunohistochemistry. Accordingly, in view of D2, the subjeci-matter of
present claims 1, 10-20, 32, 46, §8-60 and 82 is not novel.

D4 uses g mouse monoclonal IgG2a antibody binding to TrkA, TrkB and TrkC of
human, mouse and rat origin which finds use in western blots, immunoprecipitation
and immunofluorescence according to manufactures data sheet (SANTA CRUZ
BIOTECHNOLOGY, INC.: "Trk (b-3): s¢-7268"). Thus, D4 anticipates the novelty of
present claims 1, 31, 33, 46, 58-80 and 69. *

D5 teaches the generation and use in therapy and diagnosis of agonistic antibodies
against TrkA, TrkB or TrkC including monoclonal antibodies. Accordingly, D5
anticipates the novelty of present claims 1, 46 and 58-69.

D6 relates to full-length TrkB and its uses. D6 further teaches the generation of
monoclonal antibodies directed against the intracellular domain of human TrkB and
use thereof for diagnosis, treatment and TrkB purification. Thus, D6 anticipates the
noveity of present claims 1, 10, 15, 25, 46, 58-60, 69 and 70.

Inventive step

The present application does not meet the criteria of Article 33(1) PCT, because the
subject-matter of claims 2-9, 21-24, 26-29, 34-45 and 47-57 does not involve an
inventive step in the sense of Article 33(3) PCT.

Claims 2-9, 21-24, 26-29 and 34-41 refer to features of human anti-TrKB antibodies
which appear o be arbitrarily selected and as they simply amount to setting the
teachings of any of D1-D6 into practice do not involve an inventive step. In particular
the epitopes suiggested by claims 38-41 are considered to be arbitrarlly selected
which, as they do not appear o result in any unforeseeable technical effect, do not

Form PCTASA/237 (Separate Sheel) (Sheat 3) (EPO-April 2008)
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE SHEET) PCT/US2006/021878

"establish an inventive step.

4.2 Claims 42, 43 and 47-57 refer fo subject-matter obtainable by routine.
experimeniation or involving the said, once the teaching of any of D1-D6 is set into
practice. The corresponding technical features do not produce any unforeseeable
technical effect, but appear to be arbitrarily se!ected Hence, these claims are not
considered ag inventive.

Re ljcem Vi

1. With regard fo the wording "one”, present claim 38 seems fo be redundant in view of
claim 38.

2. Present claims 41, 44 and 45 seem 1o be redundant in view of claims 40, 38 or 45,
respectively.

3. A documient reflecting the prior art described on page 1 line 8-page 2 line 25 is not
identified in the description (Rule 5.1(a){il) PCT).

4.  Contrary to the requirements of Rule 5.1(a){ii) PCT, the relevant background art
disclosed in the documents D1-D8 is not mentioned in the description, nor are these
documents identified therein.

Re ltem Vil

1. Claims 1-28, 33-41, 44 and 45 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, which merely amounts
to a statement of the underlying problem, without providing the technical features
necessary for achieving this result.

2. The present application addresses the problem of providing potent and selective

agonists of TrkB (see page 2 lines 19-25), Thus, the agonistic activity is considered
as an essential feature to the definition of the invention.

Form PCTASA/Z37 {Separate Sheet) (Sheat 4} (EPO-Apt 2005)
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