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Solicitud de Patente de lnvención titulada: "PurificaóiOn de rapamicina" 

So!icitante: Wyeth 

MEMORIAL DE ALCANCE 

ALVARO CQRREA ORDOEz, mayor de edad y vecino de Bogota D.C., identificado segün 

aparece al pie de mi firma, en mi condición de apoderado de la sociedad en referenda, 

manifiesto !o siguiente: S S 

El dIa 30 de agosto de 2007, bajo el nimero de radicaciOn 07.089.192, presentØ la solicitud 

de patente de invención de la referencia, para la cual adjunto informe preliminar 

internacional sobre patentabilidad, capItulo I del tratado de cooperaciOn en materia de 

patentes. 

Atentarnente, S S 

AARO7e6RREORDO1EZ - S 

C.C.o.9.143.366 de UsaquØn S 

T.P.2Xj81 S 

Anexo: Infornie preliminar internacional sobre patentabilidad, capItulo I 
B0GLMS/30GDMS-10051..V1-.DOC 
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PATENT COOPERATION: TREATY 

From the INTERNATIONAL BUREAU 

PCT 
NOTIFICATION CONCERNING 

TRANSMJTI’AL OF COPY OF INTERNATIONAL. 
PRELIMINARY REPORT ON PATENTABILITY 
(CHAPTER 1 OF THE PATHNT COOPERATION 

TREATY) 
(PcT Rule 44bis.1(c) 

DODIROFF, Cathy 
HOWSON AND HOWSON 
SUITE 210 
501 Office Center Drive 
Fort Waihington, Pennsylvania 19034 
ETATS-LJNIS IYAMERKUE 

PCT/US2006/006212 

inc imernauonai isurecu CL WLU H 

I 34, chemin des Clontbettes Athina Mckitas-Etienne 
1211 Geneva _O, Switzerland 

LFacsimile No. +4122 338 82 70 e-mail: pt04.pct@wipo.mt 

1orm FL: L/U1i. January .uvq 
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PATENT COOPERATION TREATY 

PCT. 
INTERNAUONAL PREUMJNARY 1UPORT ON PATENTAIILITY 

(Chapter [of the Patent Cooperation Treaty) 

(PCT Rule 44bis) 

Applicant’s or agent’s file reference FOR FURTHER ACTION See item 4 below 
AM-I 009221DCT 

International application No. International tiling date (day/rnonih’year) Priority date (day/montWyear) 
PCT/US2006/006212 22 February 2006 (22.02.2006) 102 March 2005 (02.03.2005) 

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

Applicant 
WYETH 

1. This international preliminary report on patentability (Chapterl) is issued by the International Bureau on behalf of the 
International Searching Authority under Rule 44 bLr.1(a). 

2. This REPORT consists of a total of 7sheets, including this cover sheet. 

In the attached sheets, any reference ’to the written opinion of the International Searching Authority should be read as a reference 
to the international preliminary report on patentability (Chapter 1) instead. 

3 This report contains indications relatihg to the fdlowlnitetats 

Box No.1 Basis of the report 

ElBox No. 11 Piority 

Box No. m NOn-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

EliBox No. N Lack of unity of invention 

Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

[J Box No. VI Certain documents cited 

Box No. Vii Certain defects in the international application 

F] Box No. VIII Certain observations on the international application 

4, The International Bureau will communicate this report to designated Offices in accordance with Rules 44bLr.3(c) and 93bis.l but 
not, except where the applicant wakes an express request tinder Article 23(2), before the expiration of 30 months from the priority 
date (Rule 44b1s .2). 

Date of issuance of this report 
11 Septembei’i2007 (11.09.2007) 

The International Bureau of WIPO Authorized officer 

34, chemin des Colonibettes 
1211 Geneva 20, Switzerland Athina Nickitas- Etienne 

Facsimile No. +4122 338 8270 

Point PCT/M/373 (January 2004) 



PATENT COOPERA11ON:TREATV 

From the ft 

INTERNATIONAL SEARCHING AUTHORITY 

POT 

SBB f PCT/ISP&20 
WRITTEN OPINION OF THE 

INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 43bis.1) 

- Date Of mailing 
(cyAncnfh4’ear) see form PCTASAJSIO (second sheet) 

Applicants or agent’s file reference FOR FURTHER ACTION 
see form PCTASAi220 See paragraph 2 below 

international application No. jintemationsi filing date (dayinonth4’0a) Priority date (dajnonthl’ear) 
PCTiUS2006A)06212 22.O22006 02.03.2005 

International Patent Classification (IPO) or both national classification and IPC 
INV. C07D495118 A61K311435 A611<3165 A61 P31100 A61 P35/00 A61 P37/06 

Applicant 
WYETH 

1. This opinion contains indications relating to the following items:. S 

Box No.! Basis of the opInion 

El Box No. Ii Priority 

O Box No. Ill Non-establlshment of opinion with regard to novelty, inventive step and Industrial applicability 

o Box No IV Lack of unity of nveritlon 

Box No. V Reasoned statement under Rule 43b1s.1 (a)(I) with regard to novelty. Inventive step or industrial 
applicability; citations and explanations supporting such statement 

o Box No, VI Certain documents cited 

Box No. VII Certain defects In the international application 

O Box No. VIII Certain observations on the International application 

2. FURTHER ACTION . S 

If a demand for international preliminary examination is made, this opinion Will usually be considered to be It 
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 Bureau under Rule 66.1bIs(b) that written opinions of this nternationai Searching Authority 
will not be so considered. 

If this opinion Is, as provided above, considered to be awritton opinionàf the IPEA, the applicant Is Invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of 2 months 
from the date of mailing of Form PCTIISAI220 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCTASA220. 

3. For further details, see notes to Form PCTASA.20. 

Name and mailing address of the ISA: I Date of completion of - 
I this opinion 

Authorized Officer 
S 

\ \ 

European Patent Office - P.S. 8818 PatentIa. 
91 NL-228OHVRIJSwIJk-Pays Bas 

formi’ 
Bourghida, E.M. 0 ;j 

Tel +3170340 2O4OTx 31k681 eponl 
Fax +3170 340 3018 Tlephone No +31 70 340-9517 



WRITTEN OPINION OF THE International application No. 
INTERNATIONAL SEARCHING AUTHORITY PCTAJS2006i006212 

Box No I Basis of the opinion 

1. With regard to the languages this opinion has been established on the basis of: 

0 the international application in the language in which it WS filed 

0 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. With regard to any nucleotide andfor amino acid sequence disclosed in the international application and 
necessary to the claimed inventioli, this opinion has been established on the basis of: 

a. type of material: 

o a sequence listing 

o 

table(s) related to the sequence listing 

b, format of material: 

O on paper 

0 in electronic form� 

c. time of filing,turnishing: 

El contained in the international application as filed. 

El filed together with the international application in electronic form. 

O furnished subsequently to this Authority for the purposes of search 

3. 0 In 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 application as filed or does not o beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: S 



WRITTEN OPINION OF THE International application No. 
INTERNATIONAL SEARCHING AUTHORITY PCTIUS2006006212 

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

1. Statement 

Novelty (N) Yes: Claims 7-20 
No: Claims 1-6 

Inventive step (IS) Yes: Claims 
No: Claims 1-20 

Industrial applicability (IA) Yes Claims 1-20 
No: Claims 

2. Citations and explanations 

see separate sheet 

Box No. VII Certain detects in the International application 

The following defects in the form or kntents of the international application have been noted: 

see separate sheet 



S 

S 

WRITTEN OPINION OF THE International application No. 
INTERNATIONAL SEARCHING 
AUThQFtJIY (SEPARATE SHEET) PCT/US2006/006212 

ReltemV 
Reasoned statement wlthregard to :n oit;.: liweritivó  step Or industrial applicability; 
citations and explanations supporting such statement 

1.0 Reference is made to the following documents: 

01: US 2001/039338A1 (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) 

2.0 Rapamycin is an already known compound from the prior art (see Dl: page 1 
paragraph [00031). 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). 

5; 

2.1 Dl discloses the reaction of rapamycin with chloromethylsilane, in ethyl acetate, in 
the presence of imidazole to synthesize 31 ,42-O-tiimethylsiyl rapamycin, and the 
further cleavage of the trimethylslyl groupv with sulfuric acid to get rapamycin (see 
Dl: example 1 page 4). Howe rDVdb’æot dis’ôIoe e 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. ’ S 

Inventive Step: 

3.0 Dl is regarded as the closest prior an to the inventive step assessment of the 
subject-matter of claims 7-20, and discloses the reaction of rapamycin with 
chioromethylsilane, in ethyl acetate, in the presence of imidazole to synthesize 31,42-
0-trimethylsiyl rapamycin, and -the further cleavage of the trimethylsiyl groups with 
sulfuric acid to get rapamycin (see Dl: example 1 page 4), 
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WRITTEN OPINION OF THE international application No. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/US2006/006212 

3.1 The subject-matter of ôlaims 7-20 differs from Dl in that the compound 31 42-0-
trimethylsiyl rapamycin once synthesized, is not washed with charcoal prior the 
cleavage of the trimethyislyl groups, and the rapamycin, after the deprotection step, is 
not further treated with a buffer to adjust the pH of its solution in acetone. 

3.2 The problem to be solved can be regarded as the provision of a further process for 
the purification of rapamycin. 

3.3 02 discloses a purification of rapamycin by using charcoal (see 02: column 5 lines 
29-41), and 03 discloses the shifting of the equilibrum 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 (see 03: 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 itep in the sense of Article 38(3) PCT, because the skilled 
person, working in the field of purification of natural products, would use the 
knowledge of 02 and 03 to increase the purity of rapamycin by washing with charcoal 
the 31,42-0-protected rapamycin intermediate in a non-polar solvent, and shifting 
the equilibrurn between rapamycitahd!CtowÆrdsthedesired form B, through the 
p1-I adjustment of about 5-6 by treating the solution of rapamycin in acetone with 
sodium acetate as a buffer. 
Hence, no inventive step can be acknowledged forihe subject-matter of claims 7-20. 

Be itemVII 
Certain defects in the International application 

4.0 The statement herein Incorporated 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 PGTItSN237 (Separate Sheet) (Sheet 2) (EPO-AprU 2005) 
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WRITTEN OPINION OF THE International application No. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCTfUS20061006212 

POT). 

4.1 The expression "yellow color index" used incIaim 1 has no well recognised meaning 
and leaves the reader In doubtas tothe manlng ôfthŁ 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 ration 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 POT). 

4.3 The embodiments of the invention about packaginb and kits containing purified 
rapamycin described on page 8 lines 5-11 do not fall within the scope of the claims. 
This inconsistency between the claims and the description leads to doubt concerning 
the matter for which protection is sought, thereby rendering the claims unclear, Article 
6 POT. 

Form PGT/1SN237 (Separate Sheet) (Sheet 3) (EPO.ApriI 2005) 


