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

Box No. | Basis of the opinion
Box No. Il 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
Box No. VIII  Certain observations on the international application

2.  FURTHER ACTION
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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 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.
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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
(]

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.

b. O furnished subsequent to the international filing date for the purposes of international
search (Rule 13ter.1(a)),

L1 accompanied by a statement to the effect that the sequence listing does not go beyond the
disclosure in the international application as filed.

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this
opinion has been established to the extent that a meaningful opinion could be formed without a WIPO
Standard ST.26 compliant sequence listing.

5. Additional comments:

Box No. Il Priority

1.

The validity of the priority claim has not been considered because the International Searching Authority
does not have in its possession a copy of the earlier application whose priority has been claimed or, where
required, a translation of that earlier application. This opinion has nevertheless been established on the
assumption that the relevant date (Rules 43bis.1 and 64.1) is the claimed priority date.

This opinion has been established as if no priority had been claimed due to the fact that the priority claim
has been found invalid (Rules 43bis.1 and 64.1). Thus for the purposes of this opinion, the international
filing date indicated above is considered to be the relevant date.

3. Additional observations, if necessary:
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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

No: Claims 1-80
Inventive step (1S) Yes: Claims

No: Claims 1-80
Industrial applicability (1A) Yes: Claims 1-80

No: Claims

2. Citations and explanations

see separate sheet

Box No. VI Certain documents cited

1. Certain published documents (Rules 43bis.1 and 70.10)
and /or
2. Non-written disclosures (Rules 43bis.1 and 70.9)

see form 210

Box No. VIIl 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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1.1

Re ltem V

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

Reference is made to the following documents:
WO 2023/078401 A1 (FOCHON BIOSCIENCES LTD [CN]) 11 May

D1 2023 (2023-05-11)

oo WO 2017/060406 A1 (JANSSEN PHARMACEUTICA NV [BE]) 13
April 2017 (2017-04-13)

o3 WO 2018/178280 A1 (JANSSEN PHARMACEUTICA NV [BE]) 4

October 2018 (2018-10-04)

Claims 69-79 relate to subject-matter considered by this Authority to be covered
by the provisions 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 present application is directed to compounds of formula (1)

as inhibitors of phosphoinositide 3-kinase (PI3K) useful in the treatment of
diseases or disorders associated with PISK modulation

Novelty

The compounds 4a, 4b, 16a, 16b disclosed in D1 fall within the definition of
formula (1) as defined in claim 1; since the known compounds are also useful as
PI3K inhibitors also the medical use clams are anticipated. The intermediate
compound 167 disclosed on page 232 of D2 :

Form PCT/ISA/237 (Separate Sheet) (Sheet 1) (EPC-April 2005)
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falls within the definition of formula (I) as defined in claim 1. D3 discloses
compounds which differ from the current compounds of formula () in the nature
of the substituent corresponding to R*.

Novelty is not acknowledged re D1 and D2 (Art. 33 (2) PCT).

5 Inventive step
The following comments are referred to the subject-matter of claim 1 considered
to be novel.
The problem underlying the present application resides in the provision of
compounds as PI3K kinase inhibitors for the treatment of i.a. cancer. D1, which
discloses PI3K kinase inhibitors of a general formula (I) which overlaps with the
formula (I) of the current application, represents the closest state of the art.
Since D1 discloses compounds carrying substituents on the quinoxaline core
which correspond or are equivalent to the substituents on the quinoxaline ring of
the compounds of the present application, no inventive step can be
acknowledged (Art. 33 (3) PCT).

51 Re Item VI

Certain documents cited

The following document:

WO 2024/026419 A1 (BLACK DIAMOND THERAPEUTICS INC
D4 [US]; ARNAUTOVA YELENA [US] ET AL.) 1 February 2024
(2024-02-01)

was published after the priority date of the current application and it is therefore
not taken into account for the purpose of the present opinion.

6 Re Item VIII

Certain observations on the international application

6.1 Claims 58, 59, 60, 61, 62, 63 are drafted as independent claims, however, each
of them depends on claim 1 and claims 59-63 depend on claim 58 (Art. 6 PCT).

Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPC-April 2005)
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6.2 The inclusion of the prodrug form of the compounds of formula | in the claims is
not acceptable, since it is not known a priori which are the groups supposed to

be sufficiently labile in vivo to ensure a sufficiently high rate and extent of
conversion (Art. 6 PCT).
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