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This international search report has not been established in respect of certain ¢laims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.
becanse they relate to subject matter not required to be searched by this Autherity, namely:

2, D Claims Nos._:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. |:| Claims Nos.:

because they ar¢ dependent claims and are not drafled in accordance with the second and third sentences of Rule 6.4{a).

Box No. Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Authority found multiple inventions in this infernationai application, as follows:
This application containg the following inventions or groups of inventions which are not so linked es to form a single general inventive
concept under PCT Rule 13,1, In order for all inventions to be searched, the appropriate additional search feas must be paid,

Group I+: Clalms 1-12, 29-32, 41-43, 81-90, 95, and 98-101, directed to a method of praventing or treating turnor growth or metastasls.
The method will be searched to the extent that it encompassas the first choice of & method of preventing o treating fumor growth or
metastasis comprising administaring Mu opicid receptor (MOR} antaganist and an inhibltor of VEGF of instant clalm 42. It is believed that
claims 1-12, 29-32, 41-43, 81-82, and 85-90 read on this first named invention, and thus these claims will be searchad without fea to the
extent that they encompass the first species of instant claim 42, describad above. Applicart is invited ta alact additiona! methods of
preventing or freating tumor growth or metastasis wherein each additional method elected will raguire one additional invention fee. This
first named invention has been selected based on the guidanca set forth in section 10.54 of the PCT Intemational Search and
Prellminary Examination Guidelines Applicants must spacify the ¢laims that encompass any additionally methad of preventing or treating
tumor growth or metastasis.

***See Supplemental Box**+

L D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims,

2. r_—l As all scarchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3 As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those ciaims for which fees were paid, specifically clains Nos.:
1-82, 8590

4. I:l Nao required additional search fees were timely paiﬂ by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.!

Remark on Protest |:| The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.
D The additional search fees were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
IZ] No protest accompanied the payment of additional search fees.
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Continuetion of Box lll Observations whera unity of inventien is lacking

Applicants must further indicate, If applicable, the claims which encompass the first named invention, if diffarent than what was indicated
above for this group. Failure to alearly identify how any paid additional invention fees are to be applied to the '+ graup(s) will result in
enly the first claimed inventlon to be searched, Additionally, an exemplary slection wherein different actual veriables are selected is
suggested. An axampiary election wauld be a method of preventing or treating tumor growth or metastasis comprising administering Mu
opioid receptor {(MOR) antagonist and an inhibitor of the PD-1/PD-L1 pattway of instant claim 83 (l.e. claims 1-12, 28-32, 41-43, 83-84,
87-80, 85, and 98-101),

Group |I: Claims 13-16 and 44-50, directad to a methed of improving the immune response In a subject in need thereof.
Group |1k Claims 69-77, directed o a compos:ﬁcnrand kit comprising an MOR antagonist.

The group of invanduﬁs listed above do not relate lo e single peneral inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or comesponding special technical features for the following reasons:

" Special Technical Features:

Gmub I+ includes the techinical feature of a unique methed of preventing or treating tumor growth or metastasis comprising
administering an inhibitor of VEGF; not required by any other Invention of Group I+, |l and |1,

Group If requires a method of Improving the immuné response; not required by groups |+ and 11l
Group IIl requires a compasition and kit comprising an MOR antagonist; not required by groups I+ and II.
Commen Technical Features:

The Invantions of Group I+ and Il share the technical feature of administering an MOR antagonist and an inhibitor of VEGF to a cancer

| patient. However, this shared technical feature does not provide a contribution over the pricr art, because the shared technical feature is
anficlpated by US 8,524,731 B2 to Moss et al. (herefnafter "Moss"). Moss teaches administering an MOR antagonist and an inhibitor of
VEGF to a cancer patient (claim 1, "A methcd of treatment of a disorder characterized by VEGF-induced hyperproliferation of endotheallal
cells, comprising administering to a subject in need therecf an effective amount of methylnaltrexone and an antiangiogenic agent which
Is bevacizumsib, whereln the disorder is eancer"; see instant specification para [6017]).

As said method of administering an MOR antaganist and an Inhibitor of VEGF to a cancer patient was known in the art at the time of the
invention, this cannot be considered a special technical feature,. that would otherwise unify the inventions of Group I+ and Il.

Groups [+, Il, and Ill share the technical feature of an MOR anfagonist and an inhibitor of VEGF, However, these shared technical
features do not represent a contribution over prior art, because the shared technical feature is being anticlpatad by Moss. Moss teaches
an MOR antagonist and an inhibitor of VEGF (claim 1, "A method of treatment of a disorder characterized by VEGF-induced
hyperproliferation of endothelial cells, comprising administering to a subject in nead thareof an effective amaount of methylraltrexone and .
an antiangiogenic agant which is bevacizumab, whereln the disorder is cancer”; see instant specification para [0017]).

As said combination of MOR antagonist ard an inhibltar of VEGF was known in the art at the time of the invention, this cannot be
considered a special technical feature, that would otherwlse unify the inventiona of Group I+, I, and 111,

Theredore, Groups I+, I, and Ill lack unity under PCT Rule 13.

itern 4 (contd): Clalms 17-28, 3340, 51-68, 78-80, 91-94, 96-57, and 102 are held unsearchable because fhey are not drafted in
accordance with the second and third sentences of Rule 6.4(a).
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