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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

O00 KXKROK

Box No. VIII  Gertain 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 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 PCTASAR220 or before the expiration of 22 months from the priority date,
whichever expires later.

For further options, see Form PCTASA/Z220.
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCT/MUS2018/054606

Box No.l Basis of the opinion

4.

M

O

O

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

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.

[0 on paper or in the form of an image file.

b. [ 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:

Form PCTASA/237 (January 2015)




WRITTEN OPINION OF THE International application No.

INTERNATIONAL SEARCHING AUTHORITY PCT/MUS2018/054606
Box No. Il 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 (io be non
obvious), or to be industrially applicable have not been examined in respect of

[0 the entire international application

X claims Nos. 4, 5(completely): 1. 6-78(partially)

because:

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

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

[J the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion
could be formed (specify):

& no international search report has been established for the whole application or for said claims Nos. 4,
5(completely); 1, 6-78(partially)

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

L1 furnish a sequence listing in the form of an Annex C/ST.25 text file, and such listing was not available
to the International Searching Authority in the form and manner acceptable to it; or the sequence listing
furnished did not comply with the standard provided for in Annex C of the Administrative Instructions.

O furnish a sequence listing on paper or in the form of an image file 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 the form and manner acceptable to it; or the sequence listing furnished did not
comply with the standard provided for in Annex C of the Administrative Instructions.

[1 pay the required late furnishing fee for the furnishing of a sequence listing in response to an
invitation under Rule 13ter.1(a) or (b).

[l See Supplemental Box for further details
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING AUTHORITY PCTUS2018/054606

Box No. IV Lack of unity of invention

1. X Inresponse to the invitation (Form PCTASA/206) to pay additional fees, the applicant has, within the
applicable time limit:

[0 paid additional fees
[l paid additional fees under protest and, where applicable, the protest fee
[ paid additional fees under protest but the applicable protest fee was not paid

not paid additional fees

2. I This Authority found that the requirement of unity of invention is not complied with and chose not to invite
the applicant to pay additional fees.

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1, 13.2 and 13.3 is

[ complied with

& not complied with for the following reasons:

see separate sheet

4. Consequently, this report has been established in respect of the following parts of the international application:
O all parts.

X the parts relating to claims Nos. 2, 3(completely); 1, 6-78(partially)

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 3(completely); 11, 16-18, 20-27, 29. 30, 36-43, 45, 47,
50, 52-66, 71-74, 76, 78(partially)

No: Claims 2(completely); 1, 6-10, 12-15, 19, 28. 31-35, 44, 46, 48,
49,51, 67-70, 75, 77(partially)

Inventive step (I1S) Yes: Claims
No: Claims 2, 3(completely); 1, 6-78(partially)

Industrial applicability (I1A) Yes: Claims 2, 3{(completely); 1, 6-78(partially)
No: Claims

2. Citations and explanations

see separate sheet
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2018/054606

ltem IV.

1)

The cited prior art discloses combinations of PARP and angiogenesis inhibitors.
The problem faced by the skilled man is to identify new uses for such combinations.
Claims 2 and 3 refer to tumours. Claim 4 and 5 refer to the immune response.

There does not appear to be any novel or inventive link between these uses. The
application exemplifies an anti tumour use. No mechanistic link between these
examples and an immune response is given or apparent under Rule 13.1 PCT.

ltem V.
2).
The documents cited in the search report are to be regarded as being numbered D1-

D in their order of citation. The ISA intend to refer to the sections of these
documents highlighted in the search report, unless otherwise specified.

3).
Document D1 discloses the combination of cediranib and olaparib in the treatment of
ovarian and breast cancers.

This disclosure falls within the scope of claims 1-3, 6-10, 12-15, 19, 28, 31-35, 44, 46,
48, 49, 51, 67-70 75 and 77 under Article 33(2) PCT.

Document D2 discloses the combination of A PARP inhibitor and Herceptin (an
angiogenesis inhibitor) falling within the scope of claims 1 and 2 under Article 33(2)
PCT.

Document D3 discloses the combination of PARP and numerous angiogenesis
inhibitor, mentioned in the present claim 15, falling within the scope of claims 1, 2
and 15 under Article 33(2) PCT.

4).

It is well known to the skilled man, and from the cited prior art, that combinations of
known anti tumour agents may prove to be enhanced when compared to the agents
alone.
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WRITTEN OPINION OF THE International application No.
INTERNATIONAL SEARCHING
AUTHORITY (SEPARATE SHEET) PCT/US2018/054606

Following this principle the skilled man would arrive obviously at the features of the
remaining claims under Article 33(3) PCT.

The given example do not seem to show an unexpected effect of even the specific
combinations.

5).

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.
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Possible steps after receipt of the international search report (ISR) and written
opinion of the International Searching Authority (WO/ISA)

General
information

Filing informal
comments

Amending claims
under
Art. 19 PCT

For all international applications, the competent International Searching
Authority (ISA) will establish an international search report (ISR) accompanied
by a written opinion of the International Searching Authority (WO/ISA). The
WO/ISA may be responded to by

e filing informal comments with the International Bureau of WIPO (IB)
(where no demand for international preliminary examination (demand)
is filed)

e filing amendments under Art. 19 PCT (this can be done whether or not
a demand is filed)

e filing amendments under Art. 34 PCT and/or formal observations in
response to objections raised in the WO/ISA (where a demand is
actually filed)

This document explains these possibilities.

After receipt of the ISR and WO/ISA, the applicant may file informal comments
on the WO/ISA, directly with the IB (see International Search and Preliminary
Examination Guidelines 2.15). These will be communicated to the
designated/elected Offices, together with the International Preliminary Report
on Patentability (IPRP) at 30 months from the priority date.

The applicant may file amended claims under Art. 19 PCT, directly with the
IB by the later of the following dates:

* 2 months from the date of mailing of the ISR and the WO/ISA
¢ 16 months from the priority date

However, any such amendment received by the IB after the expiration of the
applicable time limit shall be considered to have been received on time by
the IB, if it reaches it before the technical preparations for international
publication have been completed (the 15th day prior to the date of publication,
see PCT Applicant's Guide, International Phase, 9.013).

For further information, please see Rule 46 PCT as well as form PCT/ISA/220.

Please also note that, when filing amended claims under Art. 19 PCT, such
amendments shall be accompanied by a letter identifying the amendments
made and also the basis for the amendments in the application as originally
filed (Rule 46.5(b) PCT). Where a demand is filed, failure to comply with this
requirement may result in the amendments being ignored in the International
Preliminary Examination Report (IPER), see Rule 70.2(c-bis) PCT.




Filing a demand
for international
preliminary
examination

Filing a request
for supplementary
international
search

End of the
international
phase

In principle, the WO/ISA will be considered to be the written opinion of the
International Preliminary Examining Authority (IPEA). Where the WO/ISA
issued by the EPO as ISA gives a positive opinion on the international
application and the invention to which it relates, filing a demand with the EPO
as IPEA.would normally be unnecessary, since a positive IPRP would anyway
be established by the IB based on the WO/ISA (see also further below).

If the applicant wishes to file a demand (for example, to allow him to argue his
case in international preliminary examination with regard to objections raised in
a negative WO/ISA before the IPEA issues an IPER), this must be done before
expiration of 3 months after the date of mailing of the ISR and WO/ISA or
22 months after priority date, whichever expires later (Rule 54bis PCT).
Amendments under Art. 34 PCT can be filed with the IPEA, normally at the
same time as filing the demand (Rule 66.1(b) PCT) or within the time limit set
for reply to any written opinion issued during international preliminary
examination by the IPEA.

If a demand is filed at the EPO as IPEA and no comments/amendments have
been received by the time the EPO starts drawing up the IPER (Rule 66.4bis
PCT), the WO/ISA will be transformed by the IPEA into an IPER (also called
the IPRP (Chapter Hl) which would merely reflect the content of the WOI/ISA
(OJ 10/2011, 532). The demand can still be withdrawn (Art. 37 PCT).

Please also note that, when filing amendments under Art. 34 PCT, such
amendments shall be accompanied by a letter which identifies the
amendments made and also the basis for the amendments in the application
as originally filed (Rule 66.8(a) PCT). Failure to comply with this requirement
may result in the amendments being ignored in the IPER (IPRP (Chapter 1)),
see Rule 70.2(c-bis) PCT.

The applicant may, with the IB, file a request for supplementary international
search under Rule 45bis.1 PCT. The present ISR and WO/ISA may also be
taken into account in the execution of that supplementary international search,
provided that these are available to the Authority charged with this task before
it starts the supplementary search (Rule 45bis.5 PCT).

This kind of request cannot be filed specifying the ISA who did the
international search.

More information on this topic can be found in the PCT Applicant's Guide,
Chapter 8 (http://www.wipo.int/pct/en/quide/ip08.html).

Where no demand is filed, at the end of the international phase, the IB will
transform the WO/ISA into the IPRP (PCT Chapter 1) (Rule 44bis PCT), which
will then be transmitted together with possible informal comments to the
designated Offices. Where a demand is filed, the WO/ISA is not transformed
into an IPRP (Chapter 1) by the IB, but rather the IPEA will establish an IPER,
(the IPER is the same as the IPRP (PCT Chapter Il), see Rule 70.15 PCT).




