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macrolidos”

Solicitante: Wyeth

MEMORIAL DE ALCANCE

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogota D.C., identificado segun
aparece al pie de mi firma, en mi condicion de apoderado de la sociedad en referencia,

manifiesto lo siguiente:
El dia 4 de septiembre de 2008, bajo el nimero de radicacién 08.093.113, presenté la

solicitud de patente de invencion de la referencia, para la cual adjunto Reporte Preliminar

Internacional sobre Patentabilidad Capitulo 1.

Atentamente,

LVARO CORRE DONEZ
¢.C.N0.79.143.366 de Usaquén
T.P.20.281

Anexo: Reporte Preliminar Internacional sobre Patentabilidad Capitulo 1
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PATENT COOPERATION TREATY PCTAJS2007/005646

From the INTERNATIONAL BUREAL

PCT

NOTIFICATION CONCERNING KODROFF, Cathy, A.
TRANSMITTAL OF COPY OF INTERNATIONAL Howson and Howson
PRELIMINARY REPORT ON PATENTABILITY 501 Office Center Drive
(CHAPTER I OF THE PATENT COOPERATION Suite 210
TREATY) Fort Washington, PA 19034
(PCT Rule 44bis. [{c)) ETATS-UNIS D'AMERIQUE

Date of mailing (davAnonthivear)

18 September 2008 (18.09.2008)

Applicant's or apent's {ile relerence

AM-102114PCT IMPORTANT NOTICE
International application No. International filing date (dav/moniiyvear) Priority date (day/nonth/vear)
PCT/US2007/005646 05 March 2007 (05.03.2007) 07 March 2006 (07.03.2006)

Applicant
Wyeth et al

The International Bureau transmits herewith a copy uf the international preliminary report on palentability (Chapter 1 of the Patent Cooperation
Treaty)

The International Bureau of WIPG Authorized officer
34, cheinin des Colombertes
1211 Geneva 20, Swilzerland

Athina Nickitas-Etienne

Faesimile No. +41 22 338 82 70 e-mail: plod. pet@wipo.im

Form PCT/IB/A26 (January 2004)




PATENT COOPERATION TREATY MECENWE

PCT 0CT -1 2008

INTERNATIONAL PRELIMINARY REPORT ON PATENTABI égY

(Chapter T of the Patent Cooperation Treaty)

(PCT Rule 44his)

Applicants or agent's File reference FOR FURTHER ACTION See item 4 below
AM-102114PCT

International application N, International filing date {day/monilv/yeur) Priority date (dav/inonityear)
PCT/US2007/005646 05 March 2007 (05.03.2007) 07 March 2006 {07.03.2008)

International Patent Classification (81h edition unless older edition indicated)
See relevant information in Form PCT/ISA/237

Applicant
Wyeth

L. "This international preliminary report on patentability (Chapter 1) is issued by the International Bureau un behalf ol the
International Searching Authority under Rule 44 bis.1(w),

i2

This REPORT consists of a total of 7 sheets. including this cover shect.

In the attached sheets. any reference to the written opinion of the International Scurching Authority should be read as o reference
lo the international preliminary report on patentability (Chapiter I) instead.

3. “Iis report contains indications relating (o the foliowing items:

g Box No. 1 Basis of the report
Box No. 11 Priority
Box No. 111 Non-establishment of opinion with regard to novelty, inventive step and industrial
applicability
Box No, IV Lack of wnity of invention
Box No. V Reasoned statement undler Article 35(2) withy regard 1o nuvelty, inventive step or illdHSll‘:lIl]

applicability; citations and explanations supporting such statement

U0 X X

Box No. VI Certain documents cited
Bux No. VI Certain defects in ihe international application
Box No. VIII Certain observations on the international application

4. "The Internalional Bureaw will communicate this report lo designated Oftices in accordance with Rules 44bix.3(¢) and Y3his.] but
nol. except where the applicant makes an express request under Article 23(2), before the expiration ol 30 months from the priority
date (Rule 44bis .2), ‘

Date of issuance of this report
09 September 2008 (09.09.2008)

The International Bureau of WIPQ Authorized ofticer
34. chemin des Colunbeites . Ly ,
1211 Geneva 20, Switzerland Athina Nickitas-Etienne
Facsimile No. +41 22 338 8270 e-mail: ptO4.pet@wipo.int

Form PCT/IB/373 (Janvary 2004)




" PATENT COOPERATION TREATY

From the ] : »
INTERNATIONAL SEARCHING AUTHORITY

o - 7   ’~"PCT_ 

see form PCTASAR20 ‘ ' : WRITTEN OPINION OF THE

(PCT Rule 43bis.1)

INTERNATIONAL SEARCHING AUTHORITY

Date of mailing ‘
" (dayimenthiear)  see form PCTASAZ10 (sécond sheet)

Applicant's or agent's file reference

FOR FURTHER ACTION
see form PCTASAR20

See paragraph 2 below

tnternational application No. ) International filing date (daymonthyear) .| Priority date (daymonthiear)
PCTAUS2007005646 - | 05.03.2007 07.03.2006

International Patent Classification (IPC) or both national classification and IPC

INV. AB1K47/48 A61P3706 ) '

Apﬁlicanl
WYETH

1. This.opinion contains indications relating to the foliowing items:

Box No. | Basis of the opinion
Box No. Il Priority ' S
Box No. [l Non-establishment of opinion with regard 1o novelty, inventive step and industrial applicability

Bb_x No. IV Lack of unity of invention

Box No. V' Reasoned statement under Rule 43bis:1 (a)(i) with regard to novelty,
applicability;-citations and explanations supporting such statement
Box No. VI Certain documents citad ' : '

Box No. VIl Certain dafects in the international application

Do BOROR

Box No. Vil Certain observations on the international application .

2. FURTHER ACTION

It a demand for international preliminary examination is madea, this opinion will usually be considered to be a

inventive step or industrial

written opinion of the International Preliminary Examining Authority ("IPEA") except that this does not apply where

Ihe applicant chooses an Authority other than this ona to be the IPEA and the chosen IPEA has natifed the

Intarnational Bureau under Rule 66.1bis(b) that writlen opinions of this Internationa Searching Authority
will not be so considered. : : ' '

If this opinion is, as provided above, considered to be a wriller opinion of the IPEA, the applicant is inviled to

submit to the IPEA a written reply together, where apprapriate, with amendments, before the expiration of 3 months

from the date of mailing of Form PCTASA/220 or before the expiration of 22 months from the priority date,
‘whichever expires {ater, . : : : . )

For further options, see Form PCTASAR220,
3.  Forfurther details, see notes to Form PCTASAZ20.

Name and mailing address of the ISA: ' .| Date of compistion of | Authorized Officer :
S this opinion . ' f‘.“ﬁ“"""'--, "
.. . %
- European Patent Office - P.B. 5818 Patentl3an 2, iarm " ; i
;@) NL-2280 HV Rijswijk - Pays Bas a%%Tfs”R,e,o Bettio, Andrea . ' i 9

Tel. +31 70 340 - 2040 Tx: 31 651 epo nl . - .
Fax: +31 70 340 - 3016 : Telephone No, +31 70 340-9526

-V

2, .
Moy b’

&

Form (PCTASA237) (Cover Sheet) (April 2005)




WRITTEN OPINION OF THE o | . International application No.
INTERNATIONAL SEARCHING AUTHORITY , - PCTMUS2007/005646

Box No.| Basis of the opinion

1. With regard to the ianguage. this opinion has been established on the basis of:
® the internaticnal application in the language in which: it was filed

O  a translation of the international 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. 0 This opiniori 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 andior amino acid sequence disclosed in the intemaiibnal application and

necessary to the claimed invention, this opinion has been established on the basis of:
a. type of material; ' '
O a sequénce listing
0 tabie(s) related to the sequence listiﬁg
'b.'fo:rmat of material: | »
0 onpaper
, El in elec}ronic_form
c. time of filingfurnishing:
Ij contained iﬁ the international applicatién as filed.
‘T fiied together with the international application in electronic form,
O hirnished sﬁbsequently t6 thié Au'thority for the'pufposes of séarch. '
4. 0 In'addiiion, in.the caée that more than one ve'rsion or copy of a sequence listing andbr table relating thereto

has been tiled 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. - o :

5. Additionallcgmments:

Form PCTASA/237 (Ap#il 2007)




!

WRITTEN OPINION OF THE ) o Intérnational application No.
 INTERNATIONAL SEARCHING AUTHORITY ‘PCTAS2007005646

Box No. lfl Non-establishment of opinion with regard to novelty, inventive step and. industrial
applicability e . : . . ‘

~ The questions whether the claimed invention ‘ap'pears to be novel, to involve an inventive step {toc be non
obvious), or to be industrially applicable have not been examined in respect of :

O  the entire international application
B  claims Nos. 1-32 in part
because:

d the said international application, or the said claims Nos. relate to the following subject matter which does
not require an international search (specify): s L

8 the description, claims or drawings (indicate particular elements below) or said claims Nos.  are so unclear
that no meaningfut opinion could be formed (specify):

[J  the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion
could be formed (specify): o ‘ .

® " no international search report has been established for the whole application or for said claims Nos. 1-32in
part . e L C

O ameaningful opinibn cauid not be formed without tﬁe sequence listing; the applicant did not, within the
prescribed time fimit; . .
O furnish a sequence listing on paper complying with the standard provided for in Annex G of the
Administrative Instructions, and such listing was not avaitable to the International Searching
Authority in a form and manner acceptable to it. : ' B

. O turnish a sequence listing in electronic 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 to it. . ' N

0 pay the required iate'furnisning fee far the furnfshing of a sequence listing in response to-an '
invitation under Rules 13ter.1(a) or {b). L

G  a meaningful opinion could not be formed without the tables related to the sequence listings: the applicant
did not, within the prescribed time limit, furnish such tables in electronic form complying with the technicai
requirements provided for in Annex C-bis of the Administrative Instructions, and such tables were not
available to the international Searching Authority in a form .and manner acceptabls to it.

0~ the tables related to the nucleotide andfor amino acid séquence listing, if in electronic form 6nly, do not
comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions.

[0 See Supplementai Box for further details

- Form PCTASA/ 237 (April 2007) -



WRITTEN OPINION OF THE

' . -International épplicétion No.
INTERNATIONAL SEARCHING AUTHORITY , PCTAUS2007005646

Box No.V  Reasoned statement under Rule 43bis.1(a)i) with regard to novelty, inventive step or

industrial applicability: cilations and explanations supporting such statement

1. Statement

* Navelty (N) " Yes: Claims

1-31
~No:  Claims 32
Inventive step (1S) Yes: Claims 1-31 -
. No: Claims 32 -
Industrial applicability (1A) * . Yes: Claims 1-32
_— o .No_: Claims

2. Citations and explanations

see separate sheet _

[Form PCTASA/237 (Aprit 2007) ~




- INTERNATIONAL SEARCHING

WRITTEN OPINION OF THE

- International application No.

AUTHORITY (SEPARATE SHEET) - ' S PCT/US"2007/005546'

Re Item [li -
Non-establishment of opmlon with regard to novelty, inventive step and mdustrlal

appllcablllty

- The present claim 1 relates to an extremely large number of possible compounds, namely
"immunosuppressive macrolide having a shikimic acid derived cyclohexy! region". Support

and disclosure in the sense of Article 6 and 5 PCT | is to be found however for only a very
small proportion of the compounds claimed, namely rapamycin everolimus, temsirolimus,
tacrolimus and ascomycin as cited on page 3 line 30 - -page 31 line 1 of the present
application. The non- compliance with the substantive provisions is to such an extent, that -
the search was performed taking into consideration the non- compliance in determining the

- extent of the search of cialm 1(PCT Guldelmes 9.19and 9. 23)

The search of claim 1-32 was restricted to those c{aimed compounds which appear to be
supported by the description, namely rapamycin everolimus, temsirolimus, tacrolimus and
ascomycin as cited on page 3 line 30 -page 31 line 1 of the present application.

ReltemV
Reasoned statement with regard to. novelty, inventlve slep or industrial appllcablllty,
citations and explanations supportlng such statement '

Reference is made to the following: documents:

D1: US-A-5780 462 (LEE HYUK-KOO [US]ET AL) 14 July 1998 (1 998-07-14) cited in-
the application . '

D2: US 2002/055518 A1 (ZHU TIANMIN [US] ET AL 9 May 2002 (2002 05- 09) cited in

the application

Novelty (Art 33(2) PCT

The subject matter of present claxm 32 is not novel in the sense of Art 33(2) PCT for the
followmg reasons: : o : :

D1 (Column 8 Iines-43—65) and D2 (pafagraphé 60, 61) both disclose a -
M‘ethoxypoiy(_ethyiene glycol) esters of rapamycin wherein PEG is attached al position 42

Form PCTASA/237 (Separate Sheet) (Sheet 1) (EPC-April 2005)



WRITTEN OPINION OF THE ' | " international appiication No,
INTERNATIONAL SEARCHING '

AUTHORITY (SEPARATE SHEET) . . PCTAUS2007/005645

of the macr_oi‘ide structure. E
* Although the synthesis of said compounds according to one of the methods disclosed in

- present claims 1-31 is not disclosed in said documents, they ca undisputedly be prepared
by said methods. S .

Consequently the subject matter of present claim 32 is not novel in the sense of Ant
33(2)PCT over D1 and D2. - B '

~ Inventive step (Art 33(3) PCT)

| _ The subjéc’t matter of present claim 32 being not novel is also not inventive in the éense of
Art 33(3) PCT. 2 ‘ ‘

The problem to.be solved by the subject matter of present claims 1-31 is the provision of

" ‘néw and alternative processes for the preparation of water soluble poiy(ethylene glycof)
derivative of a macrolide immunosuppressants (page 23 lines 19-20 of the present

application). | o : I '

"As a solution the present application proposes methods according to.present claim 1

“ wherein the macrolide is reacted with an acylating agent in presence of a lipase to form an’
acetylated macrolide prior to reaction of the regioselectively acylated macrolide with a
‘poly(ethylene glycol) derivative.

D1 and D2 (see section novelty) both of which can be considered as the closest prior art,
- disclose methods for the synthesis of macrolide derivatives pegylated in position 42.

The difference between the methods disclosed in D1 and D2 and the subject matter of - -
present claims 1-31 is the fact that in the priorar, in order to obtain regioselective
pegylation in position 42, it is necessary to selectively protect the OH group in position 31,

The subject matter of present claims 1-31 is therefore inventive in the sense of Art 33(3) -
PCT because it represents a easier and shorter synthetic method which reduces the
number of intermediate steps thereby rendering the synthetic procedure more efficient
compared to the prior art. : -

Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPO-April 2005)




