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Referencia:  Expediente No. 07.089.192

Solicitud de Patente de Invencion titulada: “Purificacién de rapamicina”

Solicitante: - - Wyeth’

MEMORIAL DE ALCANGE ' :

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogotd D.C., identificado seglin
aparece al pie de mi firma, en mi condicién de apoderado de la sociedad en referencia,

manifiesto lo siguiente:

El dia 30 de agosto de 2007, bajo el nimero de radicacion 07.089.192, presenté la solicitud
de patente de invencion de la referencia, para la cual adjunto informe preliminar
internacional sobre patentabilidad, capitulo T del tratado de cooperacién en materia de

patentes.

Atentamente,

Anexo: Informe preliminar internacional sobre patentabilidad, capitulo I

BOGLMS/BOGDMS-100591-v1-.DOC



%

i

. PATENT COOPERATION TREATY PCT/US2006/006212
| ‘From the INTERNATIONAL BUREAU
PCT-
NOTIFICATION CONCERNING DODROFF, Cathy
TRANSMITTAL OF COPY OF INTERNATIONAL HOWSON AND HOWSON
PRELIMINARY REPORT ON PATENTABILITY SUITE 210 .
{CHAPTER 1 OF THE PATENT COOPERATION 501 Office Center Drive
TREATY) Fort Washingten, Pennsylvania 19034
(PCT Rule 44bis. 1(c)) ETATS-UNIS D'AMERIQUE
Daie of mailing {(day/month/year)
20 September 2007 (20.09.2007). )
Applicant's or agent's file reference '
AM-100922PCT TMPORTANT NOTICE
International application No. International filing date (day/monith/yvear) Priority date (day/nonth/year) -
PCT/US2006/006212 22 February 2006 (22.02.2006) 02 March 2005 (02.03.2005)
Applicant

WYETH et &l

Treaty)

The Iniernational Bureau transtnits herewith

& copy of the international preliminary report on patentability (Chapter 1 of the Patent Cooperation

IR

HIALE
SEP 28 2007

|

¥

"Facsimile No. +41 22338 82 70

The Internatjional Bureau of WIPO
34, chemin des Colombettes
1211 Geneva 20, Switzerland

13
3

w v o Auhorized offit.er v
Athina Nickitas-Etienne

3
e-mail: pid4.pet@wipo.int

Form PCT/IB/326 (January 2004)
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PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
(Chaptcrl of the Patent Cooperation Treaty)

(PCT Rule 44bis)
Applicant's or agent’s file reference FOR FURTHER ACTION T Seeitem 4 below
AM-100922PCT
International application No, International filing date (day/maonth/year) - |Priority date (day/moneh/yvear)
¢ PCT/US2006/006212 22 February 2006 (22.02.2006) 4 102 March 2005 (02.03.2005)

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

Applicant
WYETH

|

This REPORT consists of a total of 7! sheets, incltuding this cover sheat.

¥

1. This international preliminary report on patentability (Chapter I) is issued by the International Borean on behalf of the
International Searching Authority under Rule 44 bis.1(a).

“y

. In the attached sheets, any reference ’i_o the written opinion of the Intemational Searching Authority should be read as a reference
to the international preliminary report on patentability (Chapter I) instead.

X

Box No. I
Box No. I

Box No. I¥

Box No. IV
Box No.V

Box No. VI
Box No. VI

X0 XO OO

Box No. VIII

3. This report contains indications relating to the followingtems:

Bésis of the report

Priority

Non-estabhshment of opinion with regard to nove]ty, inventive step and indostrial

applzcabxhty

Lack of unity of invention

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial
apphcabxhty, citations and explanations supporting such statement

Certam documents cited

Certain defects in the international apphcatlon

Certain observations on the international application

’,
v

4. The International Bureau will communicate this report to designated Offices in accordance with Rules 44bis 3(c) and 93bis.] bt

v not, except where the applicant takes an express request under Article 23(2), before the expiration of 30 months from the priority

date (Rule 44bis .2).

i

Facsimile No. +41 223388270

1211 Geneva 20, Switzerland

Date of issuance of this report
11 Septembet:2007 {11.08.2007)
The International Bureaa of WIPO Authorized officer
34, chemin des Colombettes

Athma Nickitas-Etienne

ptﬂ4 ypct@vaé it

Form PCT/IB/373 (January 2004)
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- ‘ PA;rENT COOPERATION TREATY
! From the '
INTERNATIONAL SEARGHING AUT HORI’I\’ :
To:

PCT

: ‘ WRITTEN OPINION OF THE
0 - -
soeform PCTASAZ20 INTERNATIONAL SEARGHING AUTHORITY
. (PCT Rule 43bis.1)
4 Date of malling
(dayinonthiyear) see torm PCTASAZ10 (second sheet)
Applicant's or agent's file reference ; FOR FURfHEF! ACTION
see form PCTASAZ20 ;’ See paragraph 2 below
International application No. ' International filing date (daydnonthjear} Priority date (dawinonthyear)
PCTAS2006/006212 ‘ 22.02.2008 02.03.2005
imetnational Patent Classification (IPG) or both national clzssification and IPC

INV. CO7D498/8 AB1K31435 A6T1K31/55 A61P3100 A61P3500 AS% P3706

Applicant ’
WYETH '

Thig apinion contains mdlcatmns relating fo the followmg rtems .

B BoxNo.l  Basisofthe oplnlon
O BoxNo.ll  Priority
0 Box No. It

Non-establishment of opmion with regard to. novetty mventfve step and industrial applicability
00 Box No.IV . Lack of unity ofinvention. ‘

R BoxNo.V  Reasoned statement under Flule 43bis.1{e)(i) w:th\regard to novelty, Inventive step or industrial
applicability; citations and explanations supportting such statement

[ Box No. Vi Ceriain documents clted ;
Box No. Vil Certain defects [n the International application ’
[ Box No. Vil Certain observations on the international application ',
FURTHER ACTION '

If a demand for international prelimmary examination is made, this opinlon will usually be considered fo be &

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 to be the IPEA and the chosen IPEA has notifed the

International Burean under Bule G6. 1bis{b) that written opinions of thls lnternahonal Searching Authority
will not be so considered. _

If this opinicn is, as provided abmre, considered to be a written oplmon of the IPEA, the applicant is Invited to
subnit 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/ISABZO or before the explratlon of 22 months from the pricrity date,
whichever expires later.

For further options, see Form PCTASAZ20.
For further details, see notes to Form PCTASALZ20.

¢

Name and mailing address of the ISA:

Date of complation of | Authorized Officar
fhls opinion {

13

) European Patent Office - P.B. 5818 Paten
NL-2280 HV Rijswijk - Pays Bas

Tel. +31 70 340 - 2040 Tx: 31'851 eponl )

Fax:+31 70 340 - 3016 L

| Bourghida, EM.
j‘@lephone Ne. 431 70 340-9517

form
PCTASAZIO .,

)a

w“"nb g

f

Form (PCTASARS7) (Cover Sheet) (Aprit 2005) ~ .




WRITTEN OPINION OF THE © International spplication No.
INTERNATIONAL SEARCHING AUTHORITY .+ PCTUS2006006212

‘Box No.| Basis of the opinion

1. With regard to' the language, this:apinion has been established on the basis of:
the international application m the language in which it was filed

O atransiation of the mternanonal application into  , which is the':languége of a transtation fumished for the
purposes of international search (Rules 12.3(a) and 23.1 b).

2. with regard to any nucleotide andlor amino acid sequence dlsclosed in the international application and
necessary to the claimed mventloh this opinion has been estabhshed on the basis of:

a. type of material:
O asequence listing
O table(s) related to the sequence listing
b. format of material: h
O on paper
1 in electronic form -
¢. time of filingfurnishing: :
O contained in the mternational application as filed. x
O filed together with the mtematconal application in electronic form
O furnished subsequentiy to this Authority for the_purposes of search

% l

y

3. O tn addition, in the case that more than one version or copy of a.sequence listing and/or table 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 apphcanon as filed or does not go beyond the application as filed, as
appropriate, were furnished.

s

4, Additional comments:

Form PCTASA/23T (April 2005)
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WRITTEN OPINION OF THE o Intemational application No.
INTERNATIONAL SEARCHING AUTHORITY PCTAS2006006212

i

BoxNo.V Reasoned statement under Rule 43bis.1(a)(i) with regard to novelty, inventive step or
industrial applicability; citation”§ and expl‘aﬂﬂlons‘;sﬂpbdﬂ@gﬁsu& Statement

1. Statement
Novelty (N} -Yes: Claims  7-20 ;
No: Claims 1-6 ;
Inventive step (IS} Yes: Claims
_No: Claims 1-20 g
B 4
Industrial applicability (IA) . Yes: Claims 1-20

No: Claims

2. Citations and explanations

see separate sheet

Box No. Vil Certain defects in'the international application

The following defects in the form or gontents of the international applicétion have been noted:
if '
see separate sheet

Form PCTASA/237 (April 2008)
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WRITTEN OPINION OF THE

Intermnational application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2006/006212
Re ltem V

Reasoned statement with regard to novelty, inventnre s‘tep ‘'or industrial applicability;
citations and explanations supporting such statement

1.0 Reference is made to the following documents:

D1: US 2001/039338 A1 (SHAW CHIA-CHENG ET AL) 8 November 2001 (2001-11-
08) ,
D2: US-A-3 993 749 (SEHGAL ET AL) 23 November 1976 (1976-11-23)

D3: WO 2005/016935 A (WYETH; CHEW, WARREN; SHAW, CHIA-CHENG) 24
February 2005 (2005-02-24)

Novelty:

2.0 Rapamycin is an already known compound. from the prior art (see D1: page 1
~ paragraph [0003]). its degree of purity does not render this compound novel, and

therefore the subject-matter of claims 1-6 is not new In the sense of Article 33(2) PCT
(see also T990/96). .

2.1 D1 discloses the reacf‘ion of rapamycin with chloromethylsilane, in ethyl acetate, in
the presence of imidazole to synthesize 31,42-O-trimethylsiyl rapamyein, and the
further cleavage of the tnmethylsnyl groups’ 'thfsulfunc acid to get rapamycin (see
D1: example 1 page 4). However; D1 does riot disclose the washing of a solution of
rapamycin with charcoal and the further pH adjustment with a buffer of a solution of

rapamycin in acetone. Thus, the subject—matter of claims 7-20 is new in the sense of
Article 33(2) PCT. :

] niive

3.0 D1isregarded as the closest prior art to the inventive step assessment of the
subject-matter of claims 7-20, and discloses the réaction of rapamycin with
chloromethylsilane, in ethyl acetate, in the presence of imidazole to synthesize 31,42-
O-trimethylsiyl rapamycin, and the further cleavage of the trimethylsiyl groups with
sulfuric acid to get rapamycin (see D1: example 1 page 4).

Form PCTASA/237 (Separate Sheet) (Sheat 1) (EéO-April 2005)
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WRITTEN OPINION OF THE
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET)

International application Na.

PCT/US2006/006212

3.1 The subject-matter of ¢laims 7-20 differs from D1 in that the compound 31,42-0O-
trimethylsiyl rapamycin ance synthesized, is not washed with charcoal prior the :
cleavage of the rimethylsiyl groups, and the rapamycin, after the deprotection step, is

_not further treated with a buffer 1o adjust the pH of ;‘its solution in acetone.

3.2 The problem to be sol\éed can be regarded as the provision of a further process for
the puriﬁcaﬁon of rapamycin. ‘

3.3 D2 discloses a purification of rapamycin by using C_harcoal (see D2: column 5 lines
- 29-41), and D3 discloses the shifting of the equiliorum between a rapamycin
derivative B and a rapamycin derivative C towards the desired form B, through the pH,

adjustment of about 5-6 by treating the solution of rapamycin in acetone with sodium
acetate as a buffer (seg D3: page 8 lines 11-35).

3.4 The solution proposed in the subject-matter of claims 7-20 is not regarded as
involving an inventive éji_tep in the sense of Article 33(8) PCT, because the skilled
person, working in the field of purification of natural products, would use the
knowledge of D2 and D3 1o increase the purity of rapamycin by washing with charcoal
the 31,42-O-protected rapamycin intermediate in a non-polar solvent, and shifting
the equilibrum between rapamycin: B ‘and C.towdrds the desired form B, through the
pH adjustment of about 5-8 by treating the solution of rapamycin in acetone with
sodium acetate as a buffer.

Hence, no inventive step can be acknowledged for the subject-matter of claims 7-20.

e ltem Vi
Certain defects in the international application

. 4.0 The statement * herein Fincorporated by reference” page 9 lines 15-16 in the
description, implies that the subject-matter for which protection is sought may be
different to that defined by the claims, thereby rendering in lack of clarity (Article 6

Form PCT/ASA/237 (Separate Sheet) (Sheet 2) (EPG-Apsil 2005)
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WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING

AUTHORITY (SEPARATE {SHEET) _ PCT/US2006/006212
PCT).

4.1 The expression "yellow color index" used in-claim 1 has no well recognised meaning
and leaves the readerin doubt as to'the meaning of the technical features to which it
refers, therby rendering the definition of the subject-matter of said claim unclear
{Article 6 PCT).

4.2 The expression "isomeric B:C ratio” used in claims 2-3, 5-6, 12-13 has no well
recognised meaning and leaves the reader in doubt as to the meaning of the
technical features to which it refers, therby rendering the definition of the subject-
matter of said claims unclear (Article 6 PCT). '

4.3 The embodiments of the invention about packaginé and kits containing purified
rapamycin described on page 8 fines 5-11 do not fall within the scope of the claims.
This inconsistency between the claims and the description leads to doubt concemning

the matter for which protection is sought, thereby rendering the claims unclear, Article
6 PCT. '

Form PCT/ISA/237 (Separate Sheet) (Sheet 3) (EPO-April 2005)




