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Asunto : Solicitud de patente para AGONISTAS- DEL

RECEPTOR (VPAC2) DEL PEPTIDO ACTIVADOR DE LA
ADENILATO CICLASA HIPOFISARIA (PACAP) Y SUS
METODOS DE USO FARMACOLOGICO

Solicitante : BAYER PHARMACEUTICALS CORPORATION
Fecha solicitud : 9 de agosto de 2006
1. Yo, Emilio FERRERO, obrando como apoderado del solicitante

en el asunto antes identificado, me refiero al Oficio N° 11120,

notificado por fijacién en lista de 29 de septiembre de 2006.

2. Mediante el Oficio N° 11120 se puso en conocimiento del
policitante el informe que contiene las observaciones hechas por
ese Despachoc sobre la presente solicitud de patente. Atiendo a

las observaciones de la manera siguiente:

2.1. Deseo poner de presente a la Administracién que 1la
solicitud de patente de la referencia no fue modificada en
fase internacional, razén por la cual el Reporte de Examen
Preliminar Internacional no tiene anexos. Sin embargo,
presento copia del IPER en el cual consta que no tiene
anexos seglin lo solicitado por su Despacho.
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3. Puesto que se han atendido a cabalidad las observaciones

hechas por ese Despacho ecbre la presente solicitud de patente de
invencién, atentamente solicito que se continiie su tramitacién y
se ordene la publicacién en la Gaceta de la Propiedad Industrial.
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
(Chapter 1 of the Patem Cooperation Treaty)

(PCT Article 36 and Rule 70)

Appleant’s or apent’s file reference

FOR FURTIIER ACTION See Form I'CI/IPEAM LG
5189-PCT
International application Nu. International filing date (dav/month/vear) Priority date (dav/monthivear)
PCT/US05/02609 27 Januarv 2008 (27.01.3005) 27 Junuary 2004 {37.01.2004
Imernational Patent Classification (IPC) or muonal clussification and [PC
IPC: AS1K 38/00X 2006.01),38/16( 2006.01) -
USPC:  5307320,324
Applicam

BAYER PHARMACEUTICALS CORPORATION

This report is the imternational preliminary examination report, established by this Inwrnatdonal Pretiminary
Examining Authority under Article 35 and transmited to the applicant according o Article 36,

2. This REPORT consists of a tntal of [ sheeis, including this cover sheet.
3.  This report is also accompanied by ANNEXES, conprising:
a. Dfsenr 1o the applicant and 1o the Imternational Bureau) a wtal of ___ sheets. as follows:

D sheets of the description, claims and/or drawings which have been amended and are the basis
of this report and/or sheetls containing rectifications authorized by this Authority {sec Rule
70.16 and Section 607 of the Administrative Instructions).

[[] sheets which supersede earlier sheets, but which this Authority considers conwin an
amendment that goes beyond the disclosure in the internationsl application as filed, as
indicated in item 4 of Box No. | and the Supplemental Box.

b. I:l {sent to the International Bureau only) s total of (indicate type and number of electionic carrier(s))
, contining a sequence listing and/or tables related thereto, in electronic form only, as
indicated in the Supplemental Box Relating to Sequence Listing (sce Section 802 of the

Administrative Instructions).

4. This report contains indications relating to the following items:
m Box No. I Basis of the repont
[] BoxNo.m1  Priority
E Box No. III Non-establishment of opinion with negard to novelty, inventive siep and industrial
applicability
D Box No. IV Lack of unity of invention
’B Box No. ¥V Reasoned statement under Amicle 35(2) with regard 0 novelty, inventive step or
industrial applicability; citations and explanations supporting such statement
I:] Box No. VI Certain documents cited
DX BoxNo. Vil  Ceruin defects in the imernational application
[] BoxNo.VII Cortain observations on the internationsl application
Date of submission of the demand Date of completion of this repon
29 July 2005 (29.07.2005) 01 August 2006 {01.08.2006)
Nume and mailing address of the IPEA/ US Authorized officer
Muil Siop PCT. Atin: IPRAJUS 1‘6‘
Commissioner for Pamma Gregory 5. Emch ﬁ ﬂﬁﬁt
Alexandria, Virginia 22313-1450 -
Facsimile No. (571) 273-3201 Telephone No. (571) 272-1600

Form PCT/IPEA/409 (cover shect)(April 2005)



International application No

INTERNATIONAI PRELIMINARY REPORT ON PATENTABILITY
PCTHISOSK260Y

Box No. |  Basis of the report

I. With rcgard o the languape, this report is based on:
E the international application in the language in which it was filed.

D a translation of the international application inw _____ . which is the language of a wranslation furnished for the
purposes of:

[] imernationat scarch (under Rules 12.3 and 23.1¢h))
I:l publication of the internatinnal application (under Rule 12.4(a))

D intcrnational preliminary examination (under Rules 55.2(a) and/or 55.3(a))

2. With regard 0 the elements of the ineroatonal applicadon, this report is hased on (replacenciit sheets wiich have been
Jurnished to the receiving Office in respouse 1o an invitation under Article 14 are referred 1o in this report as “eriginally filed™
and are not annexed fo this repory):

& the international application ax originally filed/furnished
E the description:
pages 1-38 as originally [liled/furnished
pages* NONE received by this Authorily on
peges* NONE received by this Authority on

E the claims:
pages 3943 as uriginally filed/furnished
pages* NONE as amended ({together with a2ny statement) under Article 19
pages®™ NONE received by this Authority on
pages* NONE received by this Authority on

E the drawings:
pages 1-17 as originally filed/furnished
pages® NONE received by this Autharity on
pages* NONE received by this Authority on

E a scquence listing and/or any related table(s) - see Suppieniental Box Relating 1o Sequence Listing.

3 D The amendments have resulted in the cancellation of:

D the description, pages
[:l the claims, Nos
[[]  the drawings. sheets/figs
D the sequence listing (speciy):
D any table(s) related 1o the sequence listing (specify):

4, D This report has been established as if (some of) the amendments annexed 1o this report and listed below had not been made,
since they have been considered 1o go beyond the disclusure as filed, as indicated in the Supplements] Box (Rule 70.2(c)).

D the description, pages.
{1 e claims, Nes
D the drawings. sheets/figs
D the sequence listing (specify):
D any table(s) relared o the sequence listing (specify):

* If item 4 applies, some or all of those sheets may be marked “superseded. *
Form PCT/IPEA/409 (Box Na. 1) {April 2005)




Internarional applicauon No

'INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
PCTAUSHS 02609

Box No. IIl  Non-establishment of opinion with regard to novelty. inventive step and industrial applicahility

| be industrially applicable have not been examined in respect bf:
D the entire international application

X claims Nos. 6.8
because:

D the said international application, or the said claim Nos. relate o the following subject mawer which does
pot require an international preliminary examination (specifi'h:

X the description, claims or drawings (indicate particular elements helow) or said claims Nos. 6-8 are so unchear
that no mezningful opinion could be formed {specify):

‘There is a lack of antecedent basis to the claims; they refer o "the polyethylene glycol”.

D the ¢laims, or said claims Nos, are 5o inadequately supported by the description that n meaningful
opinion could be formed (specify):

D no imernational search report has been established for said claims Nos.

D a meaningful opinion could not be formed without the sequence lising; the applicant did not, within the

prescribed time limit:

D furnish a sequence listing on paper complying with the standard provided for in Annex C of the
Administrative Instructions, and such listing was not available to the International Preliminury
Examining Authority in a form and manner acceptable to it.
furnish a sequence listing in electronic form complying with the standard provided for in Annex C of
the Administretive Instructions, and such listing was not available v the International Preliminary
Examining Authority in a form and manner acceptable to it.
pay the required late furnishing fee for the [urnishing of a sequence listing in response to an invitation
under Rules 13ter.1(a) or (b) and 13ter.2.

I:' a meaningful opicion could not be formed without the tbies related to the sequence listings; the applicant
did not, within the prescribed time limit, furnish such tables in electronic form complying with the technical
requirements provided for in Arnex C-bis of the Administrative Instructions, and such wblex were ant
available to the International Preliminary Examining Authority in 2 form and manner acceptble to it.

I:I the tables related to the nucleotide and/or amino acid sequence listing, if in electrunic form only, do not
comply with the technical requirements provided for in Annex C-bir of the Administrative Instructions.

[] see Supplemental Box for further details

i The questions whether the claimed invention appears w be novel. w involve an mvenuve siep tio be pon abvious:. vr o .

Form PCT/IPEA/403 {(Box No. IIT) (April 2005)



INTERNATIONAL I'RELIMINARY REPORT ON PATENTABILITY

Imermational applicatzin No
PCT/USUS 2600

Box Nao. V' Reasoned stutement under Article 35(2) with regard to navelty. inventive step or industrial
upplicability; citutions and explanations supporting such statement

. Statement

Nuvelly (N)

Inventive Siep (IS)

Industrial Applicability (IA)

Claims 5. 9-11. 42, 4446, urnl 48

Claims 1-4.12-41.43.47 and 49-53

Claims 5, 9-11, 42. 44-46. and 48

Claims 1-4, 12.41, 43, 47, axl 49-5)

YES
-‘NO

YES
NO

YES

Claims 1-5 arul 9-53
Claims NONE

NO

2. Ciwtions and Explanations (Rule 70.7)
Please See Continuation Sheet

1

Form PCT/IPEA/M09 (Box No. V) (Aprit 2008)



INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
NAL PRELIM A PCTUSO3/02609

Box No. VII  Certain defects in the-international application

International application No.

The following defects in the forrpror contents of the international application have been noted:

Claims 27-2% are duplicates of plaims 22-24,

Farm PCT/IPEA/409 (Box No. VII) (April 2005)
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Supplemental Box
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In cue the space In uny of the preceding hoxes is not sufficlent.

Contmuation of

V. 2 Cliatlons and Explamations:
Claims 1, 2, 12-16, snd 37 lack novelty under PCT Article 33(2) a being anticipated by EPG536741A2 10 Bolin et al,

The claims sre drawn o & polypeptide selected from the gruup consisting of SEQ ID NOs: 1-148, and functionslly equivalent
frapments, derivatives, and variants thereof.
The claims lack novelty because Bolin et al. twaches VIP related polypuptides that are B2.4% identical to Applicant’s SEQ ID
d NO: 5 (p.128, SEQ) ID NO: 68) snd 78% identical Applicant's SEQ ID NO: 116 (p.128, SEQ 1D NO: 68), thus anticipating clalms 1
and 2. Bolin et al. waches pharmaceutical compasitions comprising the VIP polypeptidus {1y, 16, lines 22-23; p.29. lines 39-40), thus
anticiputing claims $2-16. Bolin et al. also teschey that the polypeptides can be used o rrear asthma (p.29, tine 41), thus enticipating
claim 37.

Claims 1-4, 12-18, 20-24, 27-29, 32, 33, 37, 39, 43, 47, 49, and 51-53 Jack novelty under PCT Article 33(2) a5 being
anticipaed by WO 01723420 A2 10 Pan et al.

The claims are drmwn to & palypeptide sclecred from the group consisting of SEQ [D NOs: {-148, and functionally equivalent
fragments, derivatives, and variants thereof as well as antibodies that hind 1o said polypeptides, pharmaceutical compnsitions
comprising said polypeptides, and methods reciting said palypeptides.

The claims lack novelty because Pan et al. waches polypeptides thar are 93.6% identical to Applicant's SEQ) ID NO: | (p.38,
claim 1 “Insulin secreragogue peptide RIPGS™) 93.7% idemical w Applicant's SEQ ID NO: 2 (p.38, claim 1, “Insulin sccretagogue
pepride R3F71%), 89.2% identical to Applicant's SEQ ID NO: 4 (p.38, chim |, “Insulin secreragogue pepride R3P66™}, 50.6%
identical to Applicant’s SEQ ID RO: 5 (p.38, claim | “Insulin secretagogue peptide RIP29%), 88.6'F identical 1o Applicant’s SEQ ID
NO: 112 (p.38, claim 1. “Insulin sccretagogue pepride RIP667). BB.GY. identical 10 Applicant's SEQ ID NQ: 113 (p.38, cleim |,

Form PCT/IPEA/MD9 (Supplemental Box) (April 2005)
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Supplemental Bux

*Insulin secretagopue peptide R3F717), 84.3% identical w Apphieant’s SEQ ID NO: 115 (p.38. claim 1. ~Insulin sceretsgopue
peptide RIPG6™), and 93.6% identical w Applicunt’s SEQ ID NO: 116 (example 7, p.23. “Insulin secretagngue peptide R317217).
thus anticipating claims 1 and 2. Pan et al. wachex polychmal antibodies thar sulectively hind the palypeptides (p.5. line | and p.33.
line 3), thux anticipating claims 3 and 4. Pan also teaches tha) the antibodies can be used w detect the polypeptides by ELISA
methads (p.34. linex 29-34). thus anticipating claim 9. Pan et al. waches phamwegutical compuositions comprising the polypeptides
(p. 17, linex 11-21), thus aicipating claims 12-16, and 50-53. Pan el al. teaches that the pharmaceutical compositions can be present
as a kit and are adminiswred in an amoum to effectively treat specific conditions, such ns type 2 diabetes, asthma, male reproductive
problems, cardiovascular problems, or impaired glucose wlerance (p. 16, line 35 - p.17, line 21), thus unticipating clnims 17, 18, 20-
24, 27-29, 32, 33, 37, 39, 43, and 47. Pan ¢t al. weaches that the polypeptides stimulate insulin secrction {p. 16. Jine 35). thus

anticipaiing claim 49.

Claims 1, 2, 12-28, 30-36, 3841, and 49-53 luck navelly under PCT Anicle 33(2) us being antivipaied by WO 03/068805
A2 w Wang ct al.

The claimx are drawn In & polypeptide seleeied from the group consisting of SEQ 1D NOs: 1-148, and Tunciionally eyuivalem
fragmenss, derivatives, and varisnis thereof as well as antibodices that hind to aid pulypeptides, pharmuceutical compuositions
comprising said polypeptides, and methods reciting said polypeptides.

The claims lack novelty because 'Wang et al. reuches polypeptides that are 93.6% wientical w0 Applicant's SEQ 1D NO: 1 (p.2,
claim 3 =pitvitary adenylste cyclase-activaiing polypeptide 66, PACAP 667), 89.2% identical 10 Applicant’s SEQ ID NO: 4 (p.2,
claim 3, PACAP 66), 88.6% identical 1o Applicant's SEQ ID NO: 112 (p.2. claim 3, PACAP 66), and 84.39 identical w Applicant’s
SEQ ID NO: 115 (p.2. claim 3, PACAP 68), thus anticipating claims 1 and 2. Wang et al. icaches pharmacemtical compositions
comprising the polypepiides (entire document, eypecially abstract and p.11, lines 19-25), thus amicipating claims 12-16 amd 50-53.
Wang et al. teaches that the pharmaceutical compositions are administered in an amount to effectively treat specific corditions. such as
type 2 diabetes, impaired glucose tolerance, impaired fuming glucose, and syndrome X, {p.12, lines 10-18), thus snuicipating claims
17-25, 27, and 28. 'Wang e1 nl. teaches that the pharmaceutical compositions can be used Io trear secondary causes of diaberes,
including glucocorticoid excess, growth hormone excess, pheochromoeytoma, and drug induced diabetes (p. 12, lines 19-25), thus
snticipating claims 33-33. The formulations uf the invention can be used in conjunction with PPAR agonists, sulfonylurea drugs, non-
sulfonylurea secretagogues, d-glucosldase inhibilors, insulin sensitizers, insulin seeretagngues. hepatic glucose output lowering
compounds, insulin, and anti-obesity agents (p.13, lines 1-5), thus anticipating claims 26, 36, and 38. Wang et al. weaches that the
polypeptides stimulate insulin secretion {p. 16, line 35). thus anticipating claim 49. Wang e1 al. waches that the polypeptides can be
used to treat hypertension {p.11, line 25). thus anticipating claims 39 and 40. The composition can be administered in a single dose
(p.12, lines 3-6), thus amicipating claim 32. The formulations can be used to treat lipid disorders and can be sdministered with
HMG-CoA reductase inhibitors, nicotinic acid, bile acid sequesirants, and fibric acld derivatives, d-blockers, and ACE inhibitors
(p-14, lines 1-6), thus anticipating cleims 30, 31, and 41.

Chims 5, 9-11, 42, 44-46 and 48 meet the eriteria set oul in PCT Article 33(2)-(3), because the prior art does not teach or
fairly suggest the claimed invention.

Chaims 1-5 and 9-53 meet the criterls set out in PCT Arnicle 33(4). and thus have industrial applicability because the subject
matter claimed can be made or used In industry.

Form PCT/IPEAMO9 (Supplemental Box) (April 2005)



