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Box No.| Basis of the opinion

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

X
(]

4. O

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. [ 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.

c. 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:
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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)

Inventive step (IS)

Industrial applicability (1A)

2. Citations and explanations

see separate sheet
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Box No. VIl Certain defects in the international application

The following defects in the form or contents of the international application have been noted:

see separate sheet
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Re ltem V

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

1 Reference is made to the following document:
D1 EP 2332943 A1 (EISAI R&D MAN CO LTD [JP]) 15 June 2011
(2011-06-15)
2 The present application does not meet the criteria of Article 33(3) PCT,

because the subject-matter of claim 1 does not involve an inventive step.

2.1 D1 may be regarded as being the prior art closest to the subject-matter of
claim 1, and discloses compounds of formula (l)

[Formula 1]

R R

wherein A can be a heteroaryl group, L a NHC=0 and B a cyclic group. Z is
an oxygen and X/Y an alkyl eventually substituted.

These compounds exhibit Bace1 and Amiloid-beta production inhibitor activity.

2.2 Therefore, the compounds of Formula |, as presently claimed in claim 1

are are completely included in the scope of D1.
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2.3 However, since the latter are the result of a multiple selection in several lists
of possible meaning of D1, they are novel over D1.

2.4 The structurally closest compound of D1 is described in example 64 (cpd 56,
p.95) :
M
8
HN’K“N
2
g
HN
New 0
\ 2
4
N4
formula 56

Which differs for example from present compound 5

NG , only by the absence of a methyl on tetrahydropyran ring

and a thiophene ring instead of a thiazol.

However, D1 clearly encompasses these alternative substitution pattern (see
for example p.79 (for the methyl) and paragraph [0027] for the definition of
the 5-6 membered heteroaryl group (see "thiazolyl" 1.33).

Compound 56 of D1 has been tested and shows a good inhibitory activity
against Amiloid 3 production (see p.108, table 14, which is equivalent to
Bace1 inhibition according to D1).

2.5 Itis at present not seen what unexpected effects if any afford the compounds
of the invention compared to the ones of D1, in particular compound 56.

2.6 A skilled person would have assumed that all the compounds enclosed in the
scope of D1 exhibit the desired activity and selecting a particular domain of
compounds as now claimed in present application, is merely one of several
straightforward possibilities from which the skilled person would select, in
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accordance with circumstances, without the exercise of inventive skill, in order
to solve the problem posed, namely, providing alternative tetrahydropyrano-
thyazin derivatives that are useful against neurodegenerative diseases.

3 Dependent claims 2-30 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.

Re Item VII

Certain defects in the international application

1 Independent claims 22-28, concerning individual compounds, comprise all the
features of preceding claims and are therefore not appropriately formulated as
claims dependent on the latter (Rule 6.4 PCT).

2 The closest prior art D1 should be cited and briefly commented (Rule 5.1(a)(ii)
PCT).
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