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Eﬂmsum Homs: 12
Re.: Expediente No. 06 098506
Solicitud de patente PCT fase nacional
Solicitud internacional No. PCT/AUS2005/010371

Titular: AVENTI CEUTICALS INC.

Yo, LUIS PATINO LEYVA, vecino de Bogoté D.C., portador de la tarjeta profesional
No. 2698, obrando como apoderado en este negocio, manifiesto a usted que doy
respuesta al Oficio No. 14628 notificado por estado del 22 de Diciembre de 2006, en los

siguientes términos:

¢ Acompaiio documento de Reporto de Examen Preliminar Internacional junto con

su traduccion al espafiol.

Sefior Superintendente,

LUIS I:?ﬂb LEYVA
C.C. Ngr2.930.616 de Bogots

T.P. No. 2608 30 ENE. 2007
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AVENTIS PHARMACEUTICALS INC. et al

1.

2.
a

Thie report Is tha Imtemnational prelimina ination it, eatablished by this International Preliminary Examining
AMHWM%MMWWMbAﬁEM

This REPORT conalsts of a total o 7 ashests, including this cover sheet.
This raport Is also accompanled by ANNEXES, comprising:
a. B sent io the applicent and io the intsmational Bureau) a total of 2 sheets, a8 followa:

[ Mdhadmipﬂmdﬁnsnndbrﬂuﬁmwhﬁmhawbmnmﬂdmﬂamhb&dmhm
andbr shests contalning rectifications authorized by this Authority (sse Rule 70.18 and Section 807 of the

Administrative Instructions).
a mmuummrmmmmhammmmmmmmm
beyond the discliosure In the international application as flled, as indicated in lem 4 of Bax No. | and the

b. 0 (sent io the intsmational Bureau only) a total of (indicata type and number of electronic carrier{e)) eonulnlngn
mmmmmmmmmummu.ummmsw
Relating to Sequence Listing (se® Section 802 of the Adminisirative Instructions).

This report containe indications relating to the following ltems:

B BoxNo.|  Basis of the report

O BoxNo.ll  Prioly

B BoxNo.ill  Non-estabilshment of opinion with regard to novelty, inventive step and Industrial applicability

O BoxNo.[V  Lack of unity of invention

& BoxNo.V  Reasoned statement under Article 35(2) with regard to novelty, Inverttive step or Indusirial
appicabiity; cliations and explanations supporting such statement

O BoxNo.V1  Certain documents clted

0 Box No. VIl  Certain defacis in the Intemationa) eppfcation

O BoxNo. Vill Certain observations on the ntermnational application
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INTERNATIONAL PRELIMINARY REPORT International application No.
ON PATENTABILITY PCTAIS2005/010371

Box No.| Basis of the report

1. With regard to the language, this report ls based on
the Intemational application In the language In which It was filed

0 a tranalation of the intemational application Inio , which Is the language
of a transiation fumished for the purposes of:
O Intemational search (under Rules 12.3(a) and 23.1{b))
O publication of tha Intemational application (under Rule 12.4{a))
O Intemational preliminary examination (under Rules 55.2(a} andbr 55.3({a))

2. With regard o the elamants* of the interational application, this report is based on (replacermnearn shests which
have been furnished o the receiving Office In response 1o an invitation under Article 14 are referred to in this
naport as "originally ffed" and are not annexad fo this report).

Description, Pages

1-33 as originally flled

Clalms, Numbers

18 recelved on 08.08.2000 with letter of 08.08.2008
Drawings, Sheats

17-TIr e originally flled

0O a sequance listing andbr any related table(e) - see Supplemental Bax Relating to Sequence Listing

3, B The amendmenis have resulted in the canceliation of:
1 the description, pages
B the claime, Nos. 8,7
O the drawings, sheetafigs

O the sequence listing (specify):
O any table(s) relatad to sequence listing (specify):

4. 0 This report has been eatablished as Iif (some of) the amendments annexad to this report and Nsted below
had not been made, since have been considered to go beyond the disclosure as flled, as Indicated In the
Supplemental Box (Rule c)).

O the description, pages

O the claime, Nos.

O the drawings, sheetsfigs

O tha sequenca listing (specify):

O any table(s) related to sequencs llsting (speciiy):

* Tf item 4 applies, some or all of these sheets may be marked "superseded.”

Form PCTAPEA/400 (Apell 2005)
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INTERNATIONAL PRELIMINARY REPORT Intemational appfication No.
ON PATENTABILITY PCTAJS2005010371

Box No. lll Non-establishment of opinion with regard fo novelty, Inventive etep and Industrial
applicabllity

1. The questions whethar tha claimed Invantion appears to ba novel, to involve an Inventive stap (o be non-
obvious), or to be industrielly applicable have not been sxamined In respect of:

O
=

the antire intemational application,
claima Noe. 1-3,8,8 (partially)

becaisa:

O

the saiki intemational application, or the sald claime Nos. 1-3,6,8 with respect to industria) appiicabliity relate
to the follawing subject mattar which doas not require an intemational preliminary examination {; /2

see soparaie sheet

tha description, claime or drawings (indicale r slamenis below) or saki claime Nos. are so unclear
that no meaningful opinion could be formed (specify).

the claims, or sald clalms Nos. L ate rted by the d that | lon
co?:hlb:?o;ed{ mn; are so inadequately suppo by the description no meaningful opin

no Intamational ssarch report has been established for the sald claims Nos,

a meaningful opinion could not be formed without the saquance lsting; the applicant did not, within the
prescribad time Ilmit:

O fumish a sequence listing on papar complying with the standard provided for in Annax C of the
Administrative Instructions, and such Rsting was not avallable to the Intemational Preliminary
Examining Authority In a forrn and manner acceptable fo it.

O fumish a sequence listing In slactronic form complying with the standard provided for in Annex C
of the Administrative Inatructions, and such listing was not avallabls io the Intemational Preliminary
Examining Authorlty in a form and manner acceptable to k. .

O pay the required late furnishing fee for the fumishing of a sequenca listing In response to an
invitation under Rules 13ier.1(a) or (b) and 13ter2.

a meaningful opinlon coukd not ba formead without the tables relatad to the sequence fatings; the epplicant
did not, within the prescribed time limit, fumish such tables in slectronic form complying with the technical
recuirements provided for in Annax C-bis of the Administrative Instructions, and such tables ware not
available fo the intemational Preliminary Examining Authority In a form and manner acceptiable to it.

the tables related to the nucleotide andbr amino acld sequence listing, i in elecironic form only, do not
comply with the technical requirements provided for in Armnex C-bis of the Administrative (nstructions.

[ See sapamate shest for further detalls

Form PCTAPEA/409 (Aprll 2005)



INTERNATIONAL PRELIMINARY REPORT

ON PATENTABILITY

Intemetional application No.
PCTAJS2005010371

Box No.V Reasoned statement under Article 35(2) with regard o novelity, inventive step or industrial
applicabliity; cliations and explanations supporting such etatement

1. Statement
Novelty (N) Yes:
No:
Inventive step (IS) Yes:
No:
Indusirial applicability (IA) Yes:
No:

2. Chatlons and explanations (Rule 70.7):
soe soparate sheet

Fam PCTAPEA/ 408 (Aprll 2005)

Claims
Claims

Claims

Claims
Claims

18

18

see separate sheet
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INTERNATIONAL PRELIMINARY Intemational application No.
REPORT ON PATENTABILITY

(SEPARATE SHEET) PCT/US2005/010371
Re ltem lil.

Claims 1-3,8,8 relate to subject-matter considerad by this Authority to be covered by the
provisions of Rule 67.1(iv} PCT. Consequently, ho report will be established with respact to
the industrial applicability of the subject-matter of these claims (Article 34{4)(a)(l) PCT).

No report will be established with respect to subject matter which is not covered by the
search repont.

Re tem V.

i Reference is mads to the following documents:
D1: WO 02/28434 A (GLAXO GROUP LIMITED; BUCHAN, KEVIN, WILLIAM) 11
April 2002 (2002-04-11)
D2: WO 02/28433 A (GLAXO GROUP LIMITED; BUCHAN, KEVIN, WILLIAM) 11
April 2002 (2002-04-11)
D3: WO 02/13812 A (PERSHADSINGH, HARRIHAR, A) 21 February 2002 (2002-
02-21) )

3 CLAIMS 1-8

2.1 The present application does not meet the criterla of Article 33(1) PCT, because the
subject-matter of claim 1-8 Is not new In the sense of Article 33(2) PCT.
Document D1 discloses (see the passages cited in the search report and page 7, line
5-6) the use of the PPAR delta agonist {2-methyl-4- [4-methyl-2- (4- trifluoromethyi
phenyl) thiazol-5-yimethyithlo] phenoxy}-acetic acld for treating multiple sclerosls and
pharmaceutical compositions per se comprising {2-methyl-4- [4-methyi-2- (4-
trifluoromethyl phenyl) thiazol-5-yimethyithio] phenoxy}-acetic acid.

2.2 The present application does not meet the criteria of Article 33(1) PCT, because the
subject-matter of claim 1-8 is not new In the sense of Article 33(2) PCT.

Fom PCT/Sepantde Shaseti40a (Bhoat 1) (EPO-Apl 2008)
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3.1.

Document D2 discloses (see the passages cited in the search report) the use of the
PPAR delta agonist {2-methyl4- [4-methyl-2- (4- trifluoromethyl phenyl)
thiazol-5-yimethylthlo] phenoxy}-acstic acid and pharmaceutically acceptable salts to
treat multiple sclerosis and pharmacsutical compositions per se comprising
{2-methyl-4- [4-methyl-2- (4- trifluoromethyl phenyl) thiazol-5-yimethyithio]
phanoxy}-acetic acld.

The attention of the applicant is drawn to the fact that the disclosure of a document
has to be considered as a whole and not only on the basis of the examples thereof. it
is the overali disciosure which the ekilled person can unambiguously take from a
document which Is decisive for establishing whether such disclosure is noveity
destroying or not. This means that, when examining novelty, different passages of
one document (here D1 or D2) may be combined provided that there are no reasons
which would prevent a skilled person from such a combination. in general the
technical teaching of examples may be combined with that disclosed elsewhere in the
same document, e.¢. in the description of a patent document, provided that the
sxample concemed is indeed representative for the general technical teaching
disclosed in the respective document.

CLAIMS 1-8

Claims 1-8 do not contain any features which, in combination with the features of any
claim to which they refer, meet the requirements of the PCT in respect of novelty
and/or inventive step (Article 33(2} and (3) PCT).

The subject-matter of claims 1-8 consists in the selection of a diseasa to be treated,
in particular multiple sclerosia from the range of diseases described in document D1,
D2, including inflammatory conditions and immune disorders like arthritls (e. g.
rheumatold arthritis, ostecarthritis, prosthetic joint failure), or the gastrointestinal tract
(e. g. ulcerative colitis, Crohn's disease, and other inflammatory bowel and
gastrointestinal diseases, gastritis and mucosal inflammation resuiting from infection,
the enteropathy provoked by non-steroidal anti-inflammatory drugs), of the lung (e. g.
adult respiratory distress syndrome, asthma, cystic flbrosis, or chronic obstructive
pulmonary disease), of the heart (8. g. myocarditis), of nervous tissue (e. g. muttiple
sclerosls), of the pancreas, (6. g. inflammation associated with diabetes melitus and

Form PCT/Separate Bhaet/09 (Sheet 2) (EPO-Apri 2005)
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INTERNATIONAL PRELIMINARY intemational epplication No.
REPORT ON PATENTABILITY
(SEPARATE SHEET) PCT/US2005/010371

complicationa thereof of the kidney (e. g. glomerulonephritis), of the ekin {e. g-
dermatitls, psoriasis, eczema, urticaria and bum injury), of the eye (e. g. glaucoma)
as well as of transplanted organs {e. g. rejection) and multi-organ diseases (e. g
systemic lupus erythematosis), Inflammatory sequelae of viral or bacterial infections
and inflammatory conditions associated with atherosclerosis and following hypoxic or
ischaemic Insults (with or without reperfusion), for example in the brain or n
ischaemic heart disease. Such a selection, even if it could be rendered novel, can
only be regarded as inventive, If the use of the specifiad compounds for treating
muitiple sclerosis presents unaxpectad effects or properties in relation to the rest of
the range. However, no such sffects or properties are Indicated in the application.
Hence, no inventive step is present In the subject-matter of claims 1-8. From D1, D2,
the ekilled person would immediately derive thelr usefulness for treating multiple
sclerose without exerting Inventive skdiis.

4 For the assessment of the present claims 1-8 on the question whether they are
industrialty applicable, no unified criteria exist In the PCT Contracting States. The
patentability can also be dependent upon the fonnulation of the claims. The EPO, for
example, does not recognize as industrially applicable the subject-matter of claims to
the use of a compound in medical treatment, but may allow, however, claims to a
known compound for first uae in medical treatment and the use of such a compound
for the manufacture of a medicament for a new medical treatment,

Form PCT/Separsis Sheet/409 (Shaet 3) (EPC-Aprl 2005)
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CLAIMS
‘What ig claimed is:

adminigtration of a therapentically effective amount of a componad aclected from the
group cousisting of compound of formula (1) and formuola (2)

. .

HO

10 (1)
L/&“O‘“o\./\’o ;
Ho oH
).

15 2. The method accarding to claim 1 wherein said demyelinating discase is selacted foxm
the gronp consisting of multiplo sclexosis, Charcot-Maris-Tooth dissase, Pelizacus-
Mexzbacher disease, encephalomyelitis, nouromyelitis optica, adrenclcukodystrophy,
Guillian-Bamre syndrome sand discuders in which myelin forming glial cells are damaged
including spinal cord injuries, newropathies and nerve injury.

3. The method scconding to ciaim 2 wherain the demyelineting dizease ia multiple
sclerosis.

u 1. ved at the EPO on Jan 02, 2008 18:25:52. Pa AMENDED SHEEr . 02/01!2096
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4, A pharmaceutical camposition comprising a cemypound selected from the group
consisting of compound of formulz (1) and formnls (2) in an amount effective for treating
multiple sclerosis, Charcot-Marie-Yooth disease, Pelizacna-Merzbacher disease,
encephalomynelitia, neuromyslitis optica, adrencleakodystrophy, Guiltisn-Berre syndrome
5 and disordeys in which myelin forming glisl colls aro danaged including spinal cord
injurjes, nouropathies and nerve injury in combination with at Jeast on phacmaceutically

acceptable cartier
ael -
HO
- 10 n
(o)
HDLO.Q“_/-'J OH

@

§. The pharmaceutical composition ncourdin;mnldm4enmpﬁdngmammmteﬁwﬁve
15 for treating maltiple solerosis.

ol 3ved et the EPO on Jan 02, 2008 1825:52. Ps AMENDED SHEET
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REIVINDICACIONES

Un método para tratar enfermedades de desmineralizacion en un paciente,
que comprende la administracién de una cantidad terapéuticamente efectiva
de un compuesto seleccionado del grupo que consiste de los compuestos de
formula (1) y formula (2)

Juﬁmy o

{

HO ‘ LO ‘/NJO ?:D
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2. El método de acuerdo con la reivindicacion 1 en donde dicha enfermedad de

desmineralizacién es seleccionada del grupo que consiste de esclerosis
multiple, enfermedad de Charcot-Marie-Tooth, enfermedad de Pelizaeus-
Merzbacher, encefalomielitis, neuromielitis Optica, adrenoleucodistrofia,
sindrome de guillan-Barre y desordenes en los que las células gliales
formadoras de la mielina, incluyendo lesiones de la médula espinal,

neuropatias y lesiones nerviosas.

El método de acuerdo con la reivindicaciébn 2 caracterizado porque la

enfermedad de desmineralizacion es esclerosis miiltiple.

Una composicién farmacéutica que comprende un compuesto seleccionado
del grupo que comprende compuestos de la formula (1) y de la férmula (2) en
una cantidad eficaz para tratar la esclerosis miiltiple, enfermedad de Charcot-
Marie-Tooth, enfermedad de Pelizaeus-Merzbacher, encefalomielitis,
neuromielitis Optica, adrenoleucodistrofia, sindrome de guillan-Barre y

desordenes en los que las células gliales formadoras de la mielina, incluyendo

|



lesiones de la médula espinal, neuropatias y lesiones nerviosas, en

combinaci6n con por lo menos un vehiculo farmacéuticamente aceptable

5. La composicibn farmacéutica de acuerdo con la reivindicacion 4
caracterizada porque comprende una cantidad efectiva para tratar la esclerosis
multiple.
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