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Box No. | Basis of the opinion
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Box No. IV Lack of unity of invention
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Box No. VI Certain documents cited
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCT/EP2020/050798

Box No.| Basis of the opinion

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

X
(]

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.

L1 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.

¢. U 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:

Form PCTASA/237 (January 2015)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCT/EP2020/050798

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 8.9.12 15,18, 19
No: Claims 1-7,10, 11, 13, 14, 16, 17

Inventive step (1S) Yes: Claims
No: Claims

-
L
©

-
L
©

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

2. Citations and explanations

see separate sheet

Box No. VIll 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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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/EP2020/050798

Item V

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

1. Cited Documents
The following documents are referred to in this communication:

D1 US 2005/186276 A1 (BERCHIELLI ALFRED [US] ET AL) 25 August 2005
(2005-08-25)

D2 US 2007/104792 A1 (JENKINS SCOTT [US]) 10 May 2007 (2007-05-10)

D3 WO 2011/160632 A1 (LEO PHARMA AS [DK]; NIELSEN SIMON
FELDBAEK [DK]) 29 December 2011 (2011-12-29)cited in the application

2. Novelty

Example 4 of D1 discloses a long duration matrix tablet comprising: 2% w/w PDE 4D
inhibitor, 35% w/w Methocel K4M CR as matrix polymer, 62% w/w lactose as diluent
and 1% w/w Mg stearate as lubricant.

The subject-matter of claims 1-7,10,11,13,16,17 is therefore not new in view of example
4 of D1 (Article 33(2) PCT)

D2 discloses (see paragraph [0129] - paragraph [0130] on page 12; paragraph [0140] -
paragraph [0142] and claims 1-20) a tablet formulation comprising: the PDES inhibitor
Tadalafil, Hypromellose, Lactose monohydrate, Silicified Microcrystalline cellulose,
Magnesium stearate.

The subject-matter of claims 1-7,10,11,16,17 is therefore not new in view of D2 (Article
33(2) PCT).

D3 discloses (see page 12, line 24 - page 13, line 10; example 8 on page 28 - page 30
and the claims) the synthesis of compound of formula (1) of claim 14. Formulations
comprising compound of formula (1) suitable for oral administration may be in form of
tablets and may comprise HPMC, lactose, magnesium stearate,...

Form PCT/ISA/237 (Separate Sheet) (Sheet 1) (EPO-April 2005)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/EP2020/050798

The subject-matter of claims 1 and 14 is therefore not new in view of D3 (Article 33(2)
PCT).

3. Inventive Step

3.1. The subject-matter of claims 1-7,10,11,13,14,16,17 is not new and can therefore
not involve an inventive step in the meaning of Article 33(3) PCT.

3.2. Dependent claims 8,9,12 are not considered inventive with respect to D1 and D2,
insofar as they do not appear to comprise any technical features which lead to a non-
obvious solution of a technical problem (Article 33(3) PCT).

3.3. From common general knowledge it is known that the systematic investigation of a
compound to determine whether it is prone to polymorphism is routine practice in the
pharmaceutical industry. Therefore dependent claim 15 is not considered inventive with
respect to D3 (Article 33(3) PCT).

3.4. Inventive step of claims 18 and 19 is assessed using the following Problem-
Solution-Approach reasoning:

D3 is considered as being the closest prior art.

D3 discloses (see page 12, line 24 - page 13, line 10; example 8 on page 28 - page 30
and the claims) the synthesis of compound of formula (l). Formulations comprising
compound of formula (l) suitable for oral administration may be in form of tablets and
may comprise HPMC, lactose, magnesium stearate,...

Claims 18 and 19 differ from D3 in some specific modified release tablet formulations
comprising hypromellose (HPMC), lactose monohydrate, colloidal silicon dioxide and
magnesium stearate.

The effect of selecting these excipients lies in the obtention of a modified release tablet
formulation.

The objective technical problem may therefore be formulated as how to provide a
modified release formulation of compound (l).

Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPO-April 2005)



WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/EP2020/050798

As can be seen from e.g example 4 of D1, using HPMC, lactose and magnesium
stearate for making a modified release tablet formulation comprising a PDE inhibitor is
well known.

Starting from D3 and looking at the modified release formulations of e.g example 4 of
D1, the skilled person seeking to provide a modified release tablet formulation of
compound (I} would have: a) used the excipients HPMC, lactose monohydrate,
Magnesium stearate and b) by using his common knowledge he would also have used
the glidant colloidal silicon dioxide in the claimed amounts.

Claims 18 and 19 are therefore not regarded as being inventive in view of D3 in
combination with D1 (Article 33(3) PCT).

4. Industrial applicability
Claims 1-19 satisfy the criterion of industrial applicability set forth in Article 33(4) PCT.

Re Item VIiI
Certain observations on the international application

Terms like "hypromellose 2910", "hypromellose 2208" used in claim 3 appear to be
registered trademarks: they have no precise meaning as it is not internationally
accepted as standard descriptive terms, thereby rendering the definition of the subject-
matter of said claim unclear, Article 6 PCT.
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