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International application No.

INTERNATIONAL SEARCH REPORT

PCT/US2022/014881

Box No. | Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first shest)

1. With regard to any nuclegtide and/or amino acid sequence disclosed in the international application, the imernational search was
carried cut on the basis of a sequence listing:

a. forming part of the intemational application as filec:
in the fann of an Amnex C/ST.25 Lext file.

|:| on paper crinthe foerm of an image file.

b. furnished together with the international application under PCT Rule 13ter.1{a] for the purposes of intemational search
only in the form of an Annex C/ST.25 text file.

¢, D fumished subseguent 1o the imemational filing date for the purposes of intemational search only:

D in the form of an Annex C/ST.25 text file (Rule 13ter.1{a)).
D on paper cr in the form of an image file {Rule 13ter.1(b) and Administrative Instructions, Section 713).

2. D In additicn, in the case that mere than cne version or copy of a sequence listing has been filed or fumished, the required
statemnents 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.

3. Additional comments:

Forrn PCTASA/210 (continuation of first sheet {1)) {January 2015)
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International aj pliczagtzznzl\}oo.l‘mal
PCT
INTERNATIONAL SEARCH REPORT ce/us

Box No.

Il Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search reporl has nol been established in respect of certain claims under Arlicle 17(2)(a) for the following reasons:

O

s [

Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

Claims Nos.:
because they relate to pars of the international application that do not comply with the prescribed requirements 1o such

an extent that ng meaningful international search ¢can be camied out, sgecifically:
gae FURTHER INFORMATION sheat PCT/ISA/21

Claims Nos.:
because they are 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 International Searching Authority found multiple inventions in this intemational application, as follows:

. [

o [

As all reguired additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

As all searchable claims could be searched without effart justifying an additional fees, this Authority did not invite payment ot
additional fees.

As only some of the reguired additional search fees were timely paid by the applicant, this international search report covers

only those claims for which fees were paid, specifically claims Nos.:

Mo required additional search fees were timely paid by the applicant. Consequently, this international search report is
resiricted 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.
The additional search fees were accompanied by the applicant's protest but the applicable pretest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Formn PCT/ISA/210 {continuation of first sheet (2)) (April 2005)
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International Application No. PCT/Us2022 014881

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

Continuation of Box II.2

Claims Nes.: 9-11, 15-26, 55-59, 84-88, 114-118, 143-147 (completely);
1-8, 12-14, 27-54, 60-83, 88-113, 119-142, 148-161(partially)

Claim 1 doas not meet tha requirements of Article 6 PCT becausa tha
matter for which protection is sought is not clearly defined. The claim
attempts to define the subject-matter 1.a. the binding agent, 1n tarms of
the result to be achieved, which merely amounts to a statement of the
underlying problem, without providing the technical features necessary
for achieving this resgult. The fact that any binding agent could be
screenad does not overcome this objectlion, as the skillled person would
not knew beforehand whether it fell within the scope claimed.

That is

even mere the case in view of the fact that it is neither derivable from
thea application, the prior art or post-publishad documents a) which
antigens other than a XKIR protein are expressed on CD8+KIR+ T regulatory
caells and b) which of tha known inhibitory KIRs are axprassed on CD8+
Tregs (see e.g. Pende D et al (2019) Frontiers in Immunology 10, Article
1179, which relates to EKIRs on NK cells and reviews the known KIRs (a.g.
figure 3); Gimenoc L et al (2020), Cancers 12, 1-20, which discusses
different KIR+CDE8+T cell subsets and teaches that, depanding on tha KIR
genoctype, the expression of inhibitory KIRs is different (see, e.g. page
3, sacond paragraph); post-publishad document Mishra S et al (2021),
Frontieras in Immunclogy 12, Article 708874 under "CD12ZhiLy49+CD8+
TREG-DISCOVERY AND FUNCTION") .

Moreover, there are various "first

antigens" recited in the dapaendent claims and referrad teo in the
description but neither the application nor the prior art teach that all
of these antigens are prasant on CDB+KIR+ Trags (see also Mishra S et al
(supra), which even points out under "Conclusion" that "human CD8+ Treg
remains to ba firmly establishad").

Furthermore, the experimental data
provided in the present application are not sufficlent to overcome this
issue. Thus, undue experimentation would be required to screen and
identify the binding agents ancompassed by the claims.

In response to an

invitation to provide informal clarification in the interests of clarity
and for the purpcses of a partial serach, the applicant identified three
posgible options of subjact-mattar to be searched in preferred ordar. The
first twe optiona only define the first antigen and applicant noted that
these first antigens are immuncmodulatory proteins expressed on CDE+RIRAT
regs (first option) or that the first antigens are immuncmcdulatory
proteins that are involved in the activation of cytyolytic CD8+ T cells
(second coption). However, the applicant failed to provide any argument in
view of clarity/support for inhibitory KIRs in general as encompassed by
the first two optiocna. Only in the third option identified by the
applicant, the inhibitory KIR is identified in so far that the binding
domain which binds to inhibitory KIR is characterised by its CDRs and
VH/VL sequences and it is derivable from the present application that
this binding domain belongs to antibody designated IPH2102 which is
directed to KIR2DL1/2/3 (see paragraphs 19, 20, 234, 238 and example 12
of the present application).

Accordingly, in view of the first two
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International Application No. PCT/Us2022 014881

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

optione indicated by the applicant, the non-compliance with the
substantive provisions is to such an extent, that a meaningful search of
the wheole claimed subject-mattaer can net ba carried out (PCT Guidelines
9.1% and 9.23).

Thus, the search was restricted to the third option
to ba searched identified by the applicant, 1.a.
a binding agent
compriging: a first binding domain that specifically binds teo
CD8 and
comprices the CDRH1, CDRHEZ, CDRH3, CDRL1, CDRL2, and CDRL3
amino acid
sequences of SEQ ID NOs.:B83-88, respactively, as recltad in claim
14 (b) ,
and tha VH amino acid sequance of SEQ ID NO.:81 and tha VL amino acid
sequence of SEQ ID NO.:B2 as recited in claim 13(b); and a second
binding
domain that specifically binds to an inhibitory KIR protein and
comprises tha
CDRH1, CDRH2Z, CDRH3, CDRLI, CDRL2, and CDRL3 aminc acid
sequences of
SEQ ID NOs.:103-108, respectively, as recited in claim
30(a) and the VH amino
acid sequence of SEQ ID NO.:101 and the VL amino
acld saquence of SEQ ID
NO.: 102 as recited in claim 29(a).

The applicant's attention is drawn tc the fact that claims relating to
inventions in respect of which no international search rapert has bean
established need noct be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant 1z advised that tha EPO
policy when acting as an International Preliminary Examining Authority is
normally not teo carry out a praliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claimg are amended following raceipt of the search raport or durling any
Chapter II procedure. If the application proceeds into the regional phase
before the EPC, tha applicant is reminded that a search may be carriad
out during examination before the EPO {(see EPQO Guidelines C&-IV, 7.2),
should the problems which led to the Article 17(2) PCT daclaration be
overcome .
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