


PATENT COOPERATION TREATY 

From the JNTERNATIONAL BUREAU 

PCT/US2006/007740 

PCT 
NOTIFICATION CONCERNING 

TRANSMITTAL OF COPY OF INTERNATIONAL 
PRELIMINARY REPORT ON PATENTABL1TY 
(CHAPTER I OF THE PATENT COOPERATION 

TREATY) 
(PCT Rule 44bis.1(0) 

To: 

MERCK & CO., INC. 
MERCK & CO., INC. 
126 East Lincoln Avenue 
Rahway, New Jersey 07085-0907 
ETATS-UNIS D1MERIQUE 

The International Bureaa of WIPO Authorized)t1iCe 

34, chemin des Colombettes 
1211 Geneva 20, Switzerland Nora Lrndner 

Facsimile No. +4122 338 8270 1 e-mail: pt02.pct@w1po.mt 

Form PCTIJB/326 (January 2004) 



PATENT COOPERATION TREATY 

PCT 
INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 

(Chapter I of the Patent Cooperation Treaty) 

(PCT Rule 44bis) 

Applicant’s or agent’s file reference FOR FURTUER ACTION See item 4 below 
PCT 2IB69Y I 

International application No. lInternational filing date (day/month/year)Ipriority date (day/mornWyear) 
PCT/US2006/007740 L03 March 2006 (03.03.2008) 104 March 2005 (04.032005) 

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

Applicant 
MERCK &CO., INC. 

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

2. This REPORT consists of a total of 8 sheets, 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 relating to the following items: 

Put Box No. I Basis of the report 

D Box No. 11 Priority 

ZIBox No. III Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

EBox No. IV Lackofnnity 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 

[J Box No. VIII Certain observations on the international application 
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date (Rule 44b& .2). 
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1. This opinion contains Indications relating to the following items: 

Box No. I Basis of the opinion 
0 Box No. H Priority 

Box No. III Non-establishment of opinion with regard to novelty, inventive step and Industrial applicability 
0 Box No. IV Lack of unity of Invention 
10 Box No. V Reasoned statement under Rule 43bLs.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 
O Box No. VII Certain defects In the International application 

O Box No. VIII Certain observations on the international application 

2. FURTHER ACTION 

If a demand for International preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority (9 PEA") 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 international Searching Authority 
will not be so considered. 

If this opinion Is, as provided above, considered to be a written opinion of the IPEA, the applicant is Invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months 
from the date of mailing of Form PCTASA220 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 PCTiISA220. 

Name and mailing address of the ISA: Date of completion of Authorized Officer 
this opinion 
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 European Patent Office 

D-808 Munich 
see form 
PCTASAe10 Von Daacke, A I J00)), Tel. +49892399-0 Tx: 523656epmUd 

Fax: +49892399- 4465 Telephone No. 449892399-8286  
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BOXN0.1 Basis of the opinion 

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

M the international application In the language In which it was 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 and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

0 a sequence listing 

O table(s) related to the sequence listing 

b. format of material: 

O on paper 

O in electronic form 

c. time of filing,furnlshlng: 

O contained in the international application as flied. 

O filed together with the International application in electronic form. 

El 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 go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 

Form Pc’rA5N237 (April 0O5) 
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International application No. 
PCTAJS200007740 

Box No. Ill Non-establishment of opinion with regard to novelty, Inventive step and Industrial 
applicability 

The questions whether the claimed invention appears to be novel, to Involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of 

o the entire international application 

claims Nos. 16,17 (IA) 

because: 

19 the said international application, or the said claims Nos. 16,17 (IA) relate to the following subject matter 
which does not require an international search (specify): 

see separate sheet 

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

% U 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. 

O a meaningful opinion could not be formed without the sequence listing; the applicant did not, within the 
prescribed time limit: 

El furnish a sequence listing on paper 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. 

o furnish 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. 

o pay the required late furnishing fee for the furnishing of a sequence listing in response to an 
invitation under Rules 1 3ter.1 (a) or (b). 

O 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 technical 
requirements provided for in Annex C-b!s of the Administrative Instructions, and such tables were not 
available to the International Searching Authority in a form and manner acceptable to it. 

O the tables related to the nucleotide and/or amino acid sequence listing, if. in electronic form only, do not 
comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

O See Supplemental Box for further details 

Form POTASA/257 (April2005) 
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WRITTEN OPINION OF THE International application 
INTERNATIONAL SEARCHING AUTHORITY PCT/US20061007740 

- Box No V Reasoned statement under Rule 43b1s1(a)(1) with regard to novelty, Inventive step or 
Industrial applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-18 
No: Claims 

Inventive step (IS) 

Industrial applicability (IA) 

2. Citations and explanations 

see separate sheet 

Yes: Claims 
No: Claims 1-18 

Yes: Claims 1-15j8 
No: Claims 

Form POTASN237 (April 2005) 
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WRITTEN OPINION OF THE lntematlonaj application NOV. INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/US2006/007740 

III NON-ESTABLISHMENT 

Claims 16 and 17 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (iv) POT. Consequently, no opinion will be formulated 
With respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(i) POT). 

V REASONED STATEMENT 

1. PRIOR ART 

The documents cited in the International Search Report 

Dl: WO 02/10137 A (SIGNAL PHARMACEUTICALS, INC; BHAGWAT, SHRIPAD, 
S; SATOH, YOSHITAKA; SA) 7 February 2002 (2002-02-07) 

D2: WO 2004/019869 A (MERCK & GO., INC; ACTON, JOHN, J., Ill; MEINKE, 
PETER, T; WOOD, HAROLD) 11 March 2004 (2004-03-11) 

D3: WO 01/60807 A (MERCK & CO. INC; LIU, KUN; XU, LIBO; JONES, A., BRIAN) 
23 August 2001 (2001-08-23) 

D4: WO 01/79197 A (NIPPON CHEMIPHAR CO.,LTD; SAKUMA, SHOGO; ENDO, 
TSUYOSHI; TENDO, ATSUSH) 25 October 2001 (2001-10-25) 

D5: WO 2004/014860 A (TAKEDA CHEMICAL INDUSTRIES, LTD; 01, SATORU; 
MAEZAKI, HIRONOBU; IKEDOU) 1.9 February 2004(2004-02-19) 

D6: WO 02/064094 A (MERCK & CO., INC; ADAMS, ALAN, D; JONES, A., BRIAN; 
BERGER, JOEL, P; D) 22 August 2002 (2002-08-22) 

have been considered for the examination procedure. 

2. NOVELTY 

The claimed subject-matter is considered to be a novel selection of those of Dl 
(indazole compounds) (Article 33(2) POT). The essential structural difference 

Form PCTI1SN237 (Separate Sheet) (Sheet 1) (PO-Aprfl 2005) 



WRITTEN OPINION OF THE International application Nf\ 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) - PCTIUS2006/007740 

between the other claimed compounds and those of D2-D6 relates in the presence of 
the substituent An -B-Ar2, combined with the substituent WZ at the central fused 
phenyl ring. 

2. INVENTIVE STEP 

The claimed subject-matter does not fulfil the requirements of Article 33(3) PCT for 
the following reasons. 

All cited documents relate at least to antidiabetic compounds, if not to PPAR 
mediating agents and are thus equally relevant in the assessment of inventive step. 
The closest state of the art for the presently claimed indazole derivatives is 

% represented by Dl. Claim 1 of Dl covers the present An -B-Ar2 structure (A-Ri in 
Dl) as well as the WZ structure (132 in Dl). Both types are exemplified in Dl. See 
examples 141 and 142 (WZ) and e.g. examples 209,270 and 351 (An -B-Ar2). Even 
though the latter examples do not match with the presently claimed definition for B, 
the definition of the related part in Dl is overlapping with the present definitions. A 
skilled person would those have arrived at the claimed indazole derivatives in view of 
Dl without any further inventive activity. 
The other hetero-fused compounds of Claim 1, at least the benzisoxazole, 
benzisothiazole and quinoline derivatives are also obvious. D2 discloses 
benzisoxazole derivatives wherein the substituent WZ (present nomenclature) is 
positioned at Ar2 and wherein Arl denotes indolyL See the single compounds in 
Table 1. D3. and D6 disclose already benzisoxazole derivatives with the "right’s 
position of WZ, i.e. at the said fused heteroramatic ring and the "right" Ad. Ar2 is, 
however, absent. See examples 23-25 and 9,10, respectively. D4 discloses also 

’ benzisoxazole derivatives with the "right" position of WZ, but with the sequence B-
An -Ar2 of the other substituent rather than An -B-Ar2. Lastly, D5 relates to quinoline 
derivatives which include the WZ substituent (e.g. example 117). Thus, each of the 
claimed essential structural features are already known or foreshadowed from of D2, 
D3, D4, D5 and D6. A skilled person, in view of the problem underlying the present 
application, i.e. the provision of further antidiabetic compounds would thus have 
come to the claimed variants by combining two or more of the teachings above 
without further inventive activity. 

Form PCT/18N237 (Separate Sheet) (Sheet 2) (EPO-April 2005) 



WRITTEN OPINION OF THE International application N:. 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) PCT/US2006/007740 

An inventive step may, however, be recognized if it can be demonstrated in a 
representative way that the claimed compounds are expected to show surprising or 
unexpected properties over those of the cited prior art. In the absence of comparative 
test results or other appropriate information it is not possible to decide whether such 
a problem has been solved. In the case where comparative tests are envisaged in or-
der to support an inventive step, these must be carried out between the compounds 
of the present application having the maximum structural similarity with the com-
pounds of the closest prior art, such that the effect is shown to have its origins in the 
distinguishing feature of the claimed invention. It should be noted that the s a m e 
problem should be demonstrated as having been solved for unity reasons (R.13 
PCT). 

-4 4. INDUSTRIAL APPLICABILITY 

No objection for Claims 16 an 17. For the assessment of the other claims on the 
question whether they are industrially applicable, no unified criteria exist in the PCT 
Contracting States. The patentability can also be dependent upon the formulation 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 use in medical treatment and 
the use of such a compound for the manufacture of a medicament for a new medical 
treatment. 

Form PCT/1SN237 (Separate Sheet) (Sheet 3) (EPO-April 2005) 
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2020 

Bogota D.C., 

Doctor (a) 
OLARTE GARCIA CARLOS REINALDO 

Apoderado(a) y/o Representante de 

MERCK & CO., INC 

REFERENCIA 

Radicaciôn No. 07 89738 

Solicitud internacional PCT/tJS2006/007740 

Fecha inicio fase nacional 04/10/2007 

TrÆmite 11 

Evento 379 

Actuación 416 

Oficio No. 6547 

Folios 1 

Teniendo en cuenta que la solicitud de privilegio de patente que se tramita bajo el 

expediente indicado en la referencia, rene los requisitos de forma establecidos en 

la Decision 486 de la ComisiOn de la Comunidad Andina, el Tratado de CooperaciOn en 

Materia de Patentes (PCT), el Reglamento y la Circular Unica de la Superintenclencia 

de Industria y Comercio, se envIa el extracto de la solicitud a la Oficina de 

Comunicaciones para efecto de su ptiblicaciOn en la Gaceta de Propiedad Industrial. 

Cümplase 

Dado en Bogota 

ALIX CARMENZA CEPEDES/DE VERGEL 

Jefe de la dvisiOn de Nuevas Creaciones 

adpalo 


