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

Box No. | Basis of the opinion
Box No. I Priority
Box No. Il Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

Box No. IV Lack of unity of invention

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

Box No. VI Certain documents cited
Box No. VIl Certain defects in the international application
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Box No. VIl 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 ("IPEA") except that this does not apply where
the applicant chooses an Authority other than this one to be the IPEA and the chosen |PEA 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 PCTASA/220 or before the expiration of 22 months from the priority date,
whichever expires later.

For further options, see Form PCTASA220.
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Box No.l Basis of the opinion

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

X
O

4. 0

the international application in the language in which it was filed.

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)).

This opinion 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))

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this
opinion has been established on the basis of a sequence listing:

a. O forming part of the international application as filed:
O in the form of an Annex C/ST.25 text file.
L] on paper or in the form of an image file.

b. O furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of
international search only in the form of an Annex C/ST.25 text file.

c. O furnished subsequent to the international filing date for the purposes of international search only:
O in the form of an Annex C/ST.25 text file (Rule 13ter.1(a)).

O on paper or in the form of an image file (Rule 13ter.1(b) and Administrative Instructions, Section
713).

In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished,
the required statements that the information in the subsequent or additional copies is identical to that
forming part of the application as filed or does not go beyond the application as filed, as appropriate, were
furnished.

5. Additional comments:
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Box No.V  Reasoned statement under Rule 43bis.1{a)(i) with regard to novelty, inventive step or
industrial applicability; citations and explanations supporting such statement

1. Statement

Novelty (N) Yes: Claims 1-17
No: Claims

Inventive step (IS) Yes: Claims 1-17
No: Claims

Industrial applicability (1A) Yes: Claims 1-17
No: Claims

2. Citations and explanations

see separate sheet

Box No. Vil Certain observations on the international application

The following observations on the clarity of the claims, description, and drawings or on the question whether the
claims are fully supported by the description, are made:

see separate sheet
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Reltem V

Reasoned statement with regard to novelty, inventive step or industrial
applicability; citations and explanations supporting such statement

1

D1

D2

D3

D4

Relevant prior art is provided by:

WO 2009/022171 cited in the application

SAWYER J S ET AL: "Synthesis and activity of new aryl- and heteroaryl-
substituted pyrazole inhibitors of the transforming growth factor-beta type |
receptor kinase domain", JOURNAL OF MEDICINAL CHEMISTRY,
AMERICAN CHEMICAL SOCIETY, US, vol. 46, no. 19, 11 September
2003 (2003-09-11), pages 3953-3956, XP002265227,ISSN: 0022-2623,
DOl 10.1021/JM0205705

WO 2004/111036

WO 2013/086397

Claims 7-11 relate to a subject-matter considered by this Authority to be
covered by the provision of Rule 39.1(iv) /67.1(iv) PCT. The patentability can
be dependent upon the formulation of the claims. The EPO, for example, does
not recognise as patentable claims to the use of a compound in medical
treatment, but may allow claims to a product, in particular substances or
compositions for use in a first or further medical treatment. The patentability
can be dependent upon the formulation of the claims. The EPO, for example,
does not recognise as patentable claims to the use of a compound in medical
treatment, but may allow claims to a product, in particular substances or
compositions for use in a first or further medical treatment.

The current application relates to pyridyloxypyrazole compounds. D1
Describes pyridinyloxy pyridines i.e. not pyrazoles. D2-D3 describes pyrazoles
which are not linked to an oxypyridine. D4- see example 29 on page 176
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discloses a pyridyloxypyrazole derivative which differs from the current
application i.a. on account of R? and R®. The current application is therefore
novel.

4 The current application addresses the problem of providing further TGFBR1
inhibitors. Claimed compounds solve the given problem as shown on pages
50-56. Relevant prior art is provided by D1-D3, whereby the closest prior art is
considered to be provided by D1. The current application differs from D1 in
having an oxypyrazole substituent instead of an oxypyridine. D2-D3 show that
compounds solving the given problem have a pyrazole ring and a pyridine
ring, but the rings are directly linked (i.e. no ether linkage) and the substitution
position on the pyridine ring is different. There was therefore no direct
incentive for the skilled person to modify the compounds known from D1 by
simply replacing a pyridyl ring by a pyrazole. The current application therefore
represents an inventive solution to the given problem.

Re Item VIII
Certain observations on the international application

1 In order to harmonise page 2, line 22 and the claims (Art. 6 PCT), claim 5
should specify that XRPD is meant and that Cu radiation is used.
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Veuillez noter que les ouvrages de la littérature non-brevets qui sont
cités, par exemple les documents scientifiques ou techniques, etc.,
peuvent étre protégés par des droits d'auteur et/ou toute autre protection
des écrits prévue par les législations applicables. Les textes ainsi
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titulaire du droit d'auteur.
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