FAUMBERTO RUBIO & ClA.

ABOGADOS

Cra. 7Ta # 74 — 64 Oficina 506
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Bogota, D.C. -Colombia
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we: 378 FASEI‘%ACIOE\‘:’:‘«'LIL retiog: 7
) At S X 51t 1
41 328 CTOMFORMACTION Feiles:

04-1%2.903
“\(EHICULOS INYECT@BLES
SOLIDOS DE . ACIDO

HIALURONICO PARA
ADMINISTRACION DE
' PROTEINAS OSTEOGENICAS”
WYETH
FIDIA ADVANCED
BIOPOLYMERS, S.R.L.

HUMBERTO RUBIO CAMACHO, mayor de edad, domiciliado en Bogota, D.C.,
identificado con la cédula de ciudadania nimero 17.192.062 de Bogota, abogado
Titulado con Tarjeta Profesional No. 50.007 del Consejo Superior de la Judicatura,
actuando en caracter de APODERADO de las Sociedades WYETH, domiciliada en
Five Giralda Farms, New Jersey, Estados Unidos de América, y FIDIA ADVANCED
BIOPOLYMERS, S.R.L., domiciliada en Via Ponte della Fabbrica, 3/B I-35031,
Abano Terme, Italia; debidamente reconocido por su Despacho, me permito

dnexar.

1.1. Copia del Reporte de Examen Preliminar Internacional (Art. 36 del tratado
de PCT. En el documento en mencidn, no obran anexos en razdn a que no
existe modificacion sobre la presente invencion, conforme fue sefalado

- mediante memorial de 18 de abril de 2005.

Teniendo en cuenta lo anterior solicito respetuosamente continuar con el

correspondiente tramite.

Del Sefior Superintendente,

HUMBERTO RUBIO CAMIACHO

C.C. 17.192.062 de Bogota

T.P. 50.007 Consejo Superior
de la Judicatura.

COD, 4134
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* From the

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY

T
ARTHUR 8. GARRETT

FINNEGAN, HENDERSON, FARAHOW, GARRET)T &
DUNNER, L.L.P,

1300 ] STREET, N.W

WASHINGTON, DC 20005-3315

L_ATHEETY

NOTIFICATION OF T RANSmTTAL BE"™ Wi
INTERNATION A% PRELIMINAR Y
EXAMINATION REPORT

('CT Hule 71,1)

Date of Mailing,

[elavhinunthvear) 2 1 A PR 2005

Applicunl's oF agenl's the reference

IMIMORTANT NOTIFICATION

H702.110-304

Inter national application No. Inwernativaul filiug Jowe (day/monthiyiar) Priority date (day/month/tyear)
PCT/US03/ 14609 12 May 2003 (12 03.2003) 17 May 2002 (17,05 2002)
Applicant

WYETH

all the elected Offices.

4. REMINDER

PCT Applicant’s Gude

1. ‘The zpplicant is hereby notitted Lhat this Internutivngl Preliminary Examining Awtholity transmils herewilh the
ternational preliminary examination report and its annexes, if any, established on the interustional upplication,

2. A copy of the report and its annexes, if aly, is being transmitted 1o the Internations] Bureau for communication o

3. Where required by any of the elected Oftices, the Inteinetional Bureau will prepare an English tranststion uf the
report (but pot of any annexes) #nd will transinit such tanslation to those Offices.

Tlie applicant IMust enter the national phuse belort each elected Oftice by performing certain acts (1lling
rransiations und paying nationa] tees) within 3 munths fiom the priority date {ar later i somoe Griices){Aricle
19¢1))see slso the eminder sent by the inrernananal Burcau with Fonn PCT/1B/301).

Where a vanglatjon of the internmtionsl wpplication nust be furnished 1o an elecled Oftice, that translation must
contain & translation of any annexes Lo the international preliminary examination report, It is the applicant's
respunsibilily to prepare and furnish such tramsiation direcily 1o each elected Offjee concerned,

For further rletzils on the spplicable lime limits and requiremens ot the elerred Offices, see Volume 11 of the

Nume nnd mailing address of the [PEAJUS
Muail Stop PCT, atin. [PRA/ US
Cumminziones for Pateme
P.0. Box 1450
Afexandrip, Virgine Z2313- 14350

Faesimile No (703] 305-3230

Authoriyed officer

Jenniler lane l-lnrlc(:?{ /@&0—& %7

Telephone No. (571) 272-1800

Form PCTAPEAMIG (July 1992)
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' PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT
(PCT Article 36 and Rule 70)

Applicant's ar agent’s file relgrence . .
FOR FURTHER ACTION S_ce !’lfjuﬁcmmn nl Tr'annmiual of Inernatinaal
2707.110-304 Preluninury Exunimmtion Report (Form PCTAPEAM 16)

Talernationel application No Lntecntiomal filing date fuay/menth/year) Friority dote @lay/month/year)

PCT/US03/14609 12 May 2003 (12.05.2003)

17 May 2002 (17.05.2002)

Intermitivanl Patem ©lasgirication (ITCY or mtiony) classificanom and 1PC

13°€:(7): AG1K 38/18. AGIF 202 and US €], : 424/409 4 1R 427 514/12. #_21

Applicant

WYETH

1. This inierpatomal preliminary examination report has been prepared by this International Preliminnry
Examining Awthority snd is transmitted fo the appllcant seeording w Anticle 36,

2. ‘This REPORT cimwists of a towl ot __ ) sheets, including this cover sheer,
\

‘ I This report is also weuanpanied by ANNEXES, i.¢., sheals of the description, claims snd/er drawings
which have beun amended and are the haxis foy this report apd/or sheels conlaining, rectificalions made

These annexes consist of i wtal pf' === _ sheesrs.

before this Authority {see Rule 7(, 16 and Scetion 607 of the Administrative Instauctions under the PCT).

3. This report containg indications relating to g following 1tems:

Basis of the reporl
Priorily
Non-establishment of report with regard 1o novelly, invenlive step and industria) apphicability

Lack of unity of invention

2
OO0 xOoOoax

v Ressoned stutemnent upder Article 35(2) with repard 10 novelry, invemive siep or industiial
spplicability; ciationg and explanatons supporling such statement
VI Certain docurents cited
Vi Certain defests in the inleruational apphcation
Vit Certain obscrvations on the internationzl gpplicution
Date of submission of the demind Date of completion of this report
D& December 2003 (08.12.2003) 13 April 2005 (13.04,2005)

Name ond meiling nddress of (he IPEA/US Authorized offiear

M3if Srop PICI, At IPRAZ US
g“c';“"l“';:";"“é"’" Fateiw Jenmter Yong Harle .

Akxundriy, Vajinia 22311450

| Fncsimilc No. (703) 305.3230 | Fetephane Na. (571) 272-1600

Funn PCT/IPEA ALY (cover sheer){July 19¥H)

3S



luternationa] application Na,

INTERNATIONAL FRELIMINARY EXAMINATION REPORT PCTAIS03 14609

L. Basis of the report

1 Wilh regerd o the eleniert s of the inlervarional application:®

the internitional application as orlginally filed.
K‘ the description:

pages )-2B ___ as originally filed
papes NONE ~ __ , filed with the demand
papes NONE , filed with the leuer of
@ the clajms:
pupes 29-38 . #% originally filed
pages NONE - 45 @rnended (topether with any stalcment) under Article 19
puges NONE | filed with the demand
papes NONE » Tiled with the Jetter of _

@ the. drawings:
papes } , au oniginally filed
pages NONE , filed wilh the demand
pages NONE ___ . filed wath the leter of

| I the vequence listing part of the deseripion

pages NONE , #8 ariginudly filed
pages NONE , filed with the dergand
pages NONE . filed with the letter ol

2. With regard (o the langnage, 2l the cloments marked above were svailable or furnished 1o this Auihority in the
lanpuape in which the internalionsl epplication was filed, unless otherwise indicated under this jem,
These elements were. availahle or Tuinished te this Authority 1) the following lanpuage o . whithis:
D the Janguage of a translution furnished for the purposes of international search (under Rule23, i (h)).
the lanpuage ot publication at the internutionsl applicaton funder Rale 43,3(b)).

the Jangunpe of the wranslation furnished for the purposcs of international preliminary examination(under Rules
55.2 and/or 53.3).

3. With regard to any nucleotide andfor amine acid scquence disclosed in the international application, the
international preliminary exumnination was carried oul o the basis of the sequence listing:

D comtained in the inernstional application in printed torm.

r___] filed wogether with the international spplication in computer readable forn.
fumnisled subsequently 1o this Authority in written 1onm.

I:I furnished subsequently 10 this Authanity in computer readable farm,

[:I The stutermant that the subsequently furnished wrillen sequence listing does nol g0 beyond the disclosure in the
intsrnational applieation as filed has been [umished.

D The statement that the information reuorded in computer Termble form is identical 16 the written seguence Jisting
has bean turnished.

4, K‘ The amendments have resulted in the cancellation of

the description, pages NONE
the claims, Nos. NONE
ﬁ the Jrawings, shcels/ig NONE

5, This report dus Uesn establishod s if (some of) the rmendments had nnt been rmode, since they have heen conkidered 1o gn
heyand the disclosure us filen, a8 indicated n the Supplemental Box (Rule 70.2(c))y **

+ Replacement sheels which have been furnished 1o the receiving Oftee in responae to an invitalion under Ariicle 14 are referred o tn
thix report as “originally filed™ and are nol anneaed to thiy repon since they do not contain amendments (Rudes 70,16 and 70.17),

¥ dny peplacement sheel cONWAIRING Sich amiendmenty st be referred 1 under ey 1 and amdxed 10 Thiy repon
Farem PCT/IPEA/408 (Box 1) (July 199%)
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* INTERNATIONAL PRELIMINARY EXAMINATION REPORT

"1 Inernntional app liention No.

PCT/US03/14609

citations ang explanations supporting such statement

V. Reasuned statement under Rule 66.2(a)(ii} with regard 1o novelly, inventive sicp or indusirial applicability;

1. STATEMENT

Nuvelty (N) Claims -7V

Cleims NONE.

invantive Siep (18} Clalins NONE
Claims 171 _
Tndustrial Applicability (1A) Claims )71
Claims NONE_

YES
NGO

YES
NG

YES

_NO

2. CTTATIONS AND EXPLANATIONS
Please Sge Continuation Sheel

Form PCITIPEA/M09 (Box V) (July 1993)



. INTERNATIONAL PHKELTMINARY EXAMINATION REFORT PCT/USD3/19609

Tnternational application Nn o

Supplementat Box
(To be vsed when the space in any of the preceding baxes 18 not sullivient)

V. 2. Citations and Explanstions:
Claims 1-12 lock an inventive step under PCT Anicle 23(3) ns being ohyious over Valentin et al. (LIS 5.929,984).

The instuot clarme bre drown 1o & composition having functional imerded wse. The scuffolding is farmed fram the mixcd 2olutinn by
urying from the wet sinte, prelerably by Iyophilization without freezing feolumn 7, ings 22-24). Henwe, it is clear thal privr In dryi'n,:.
Vilentini ¢t al. (US §,939,974) disclose o solulion thar meets ihe Tiitations of the insant elams, The some preferred hyabpapic scid
esters - HYAFF”, the 6 ame pore-forioing agents, tie smine tricaleium phusphate and several of the same BMPs, snd ihe xame
solubilizing orgunic sotvenis arc cxplicitly reciled as heing paris of tis composition. There is oo indication that the snturions are not
injectuble, jusr that H w prefecred 1o dry the solutious to form an implanwble porous scaflold.

Claims 1-7} lack aa inventive etep under PCT Agticle 33(3) a® boing ubvious over

Valentini et al. (US 5.93%,974) in view of Wozney o ul. (US §.187,742) and Waller «t ul. {US 5.716,413) and further in view of
Pheulpin (US 3,955,719), Luungen et al. {US 4,784,055} and Fhillips el al, (US 4,758,233)

The teachings of Valentird ef al. (US 5.930,474) have heen discyssed abuve. Vulenrini et al. (US 5.939.974) inck BMP-7 (insuarly
caltad Q-1

Wozncy ot &l. (VS ¢1A7742) each the combinnuon of vsteapenic pratcing Gneluding BMP-7, which is OP-{, and prefernbly BMFP-2,
{volumn 3, lincs 26-50) with a number of enrricrs including porovs particulate palymers (inciuding PEG; entumn 4, line 59« column 3
Fine S}, sucrose (£rlumn 5, bnes 40-92), hyaluronic neid and incalcium phesphate (column S, lines 50-58). Woziky of al. discuss {he
use of the prepuration by injecrion hrough a syringe (colvmn 5 line 63).

Pheulpin (US 3,955.71%) discluses o devies and methods Fur injeciing pasies ol dental products into cavities (abSteact), dncin nol
through the skin

Walier of gl (U5 5,746,413} disclose thag it is knowa in the art ol bong sepair \n prepare v bodepradabile, porows prosihesis in
cylmdiical As well ng oy nther moldable Torms

Langen et al, (VI8 4,784 Q55) discinses device and mecthods (vr injecling compositions having paste-like congisiency 1hrough necdlcs
inte meut. 36 the surface of the meal is congidered iy “skin™, this method rnu device would clearly suffice 1o make such un injectiog.

Phithps et al. (11§ 4,758,233} disclorc a device and methnds 10 inject o juedicament 10 the form of & cream or paste imo an animal
(column 1. lines 4-8). Thik cloarly iniplies injeciing at least Unovgh the sin,

Form PCIHPEA/AY (Continuation Shee) (July 11H)
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Iernarinnal mpplicatinn Moo
INTERNATHONAL PRELIMINARY EXAMINATION REPORT PCTIUSD3/ 14600

Supplemental Box
{Ta be used when the sprce in ARy of the preceding boxes is not millicicnt)

(>

{

A persnn of wainaty SGI in the am n the Gsne the inveption was made would bave been metivated (o substitute the BMP-7 as tought
by Wozney ot ul. {US 6,1K7.742) for the BMPs in the composition as taught by Valentini er al. (US 5939 974) hecuuse Wozney o1 al
{6,187 .742) dirctosc thut titif BMPs can be Tormalaicd inw corriers including porous particulaic pulyiners, hyaturate weld und TCP.

EMPs have been lormuluted with & ranpe of suitable varriers. The only requiremen for formulanon eppeary to be cumpslibility with
the bane matrix to which it is berng wdded. Hence, given that the carriers of Wuzney et al. (US 6,187,742) are Tuncrionally equivalent
um nearly the same us those of Valemin e1 al. (US 5,039,974) (hysluronic atid ag comparett {0 hyaluronic acid eslers) it would
invalve ndthing mure than an arhitrary matier of experimental derign clivice (o select one onrrier over onother. Such b choice is within
the skill of the ardinary ariisun of bone repaics. Pheulpin (US 3.955,719), Langen et al. (US 4,7684,055) and Phillips 6t al, (US
4.758.233) arc provided to furiher esiablish thut pastes arc injeciahle ¢even throvgh the skin.

Hence, W wimid tave been prima facie abvious w e of ordinary skill w the kel ol the Gie the invenlind wus mads (o sithslifule the

EMP-7 of Woeney eval (U5 6,187,742) for the BMPs 0 the comporition ae 1aught by Videnin ¢ral (U8 5939 974) and 10 inje
\he posie, even through the stan,

Clamms 1-7] meet the criterin sel vut o PCT Arricle 33(4), ant thus have indusirial applicability because the subjecl matler cluimed
can be made ar ved 1o industry.

EUPUTR—— ) - - T a1 - N o T ] o L S P
US 5,716,411 A (WALTER et al.) 10 Febryary (998 (10.02 199R), scc cnire dogument.

Form PCT/IPEA /405 (Conlinuation Sheet) (July 190H}




