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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, 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 scarch van be carried our, specifically:

3. & Claims Nos.: 74-76 .
because they are dependent claims and are not drafted 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 international application, as follows:

mmmmemmeeseeeee--§ @€ €Xtra sheet---------eeooooeeeee

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

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the required 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.:

4. }X{ No required additional search fees were timely paid by the applicant. Consequently, this international search report is

restricted to the invention first mentioned in the claims; it is covered by claims Nos.:
1-4, 6, (9-18)(in part), 38-39, 41-43, (47-52, 54, 56)(in part), 57-58, 60-62, 66, 68, 70, (71-73)(in part), 77-79, 82-84, 86, 89,
(90-95)(in part) limited to SEQ ID NO: 5, 7 and (AAS)n whereinn=7

Remark on Protest I:] The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I 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.

I:I No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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Continuation of Box NO. Ill Observations where unity of invention is lacking

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group +: Claims 1-21, 38-73, and 77-95, directed to a composition comprising a cytokine linked to a ligand, wherein the ligand is not a
corresponding binding partner to the cytokine. The composition will be searched to the extent that the cytokine-ligand conjugate
encompasses the first named cytokine, IL-2 of SEQ ID NO: 5, the first named ligand, OMCP of SEQ ID NO: 7, and the first named linker
having 20-30 amino acids, (AAS)n wherein n is 7. It is believed that claims 1-4, 6, (9-18)(in part), 38-39, 41-43, (47-52, 54, 56)(in part),
57-58, 60-62, 66, 68, 70, (71-73)(in part), 77-79, 82-84, 86, 89, (90-95)(in part) encompass this first named invention and thus these
claims will be searched without fee to the extent that they encompass SEQ ID NO: 5, 7 and (AAS)n wherein n = 7. Additional cytokine-
ligand conjugate will be searched upon the payment of additional fees. Applicants must specify the claims that encompass any
additionally elected cytokine-ligand conjugate. Applicants must further indicate, if applicable, the claims which encompass the first
named invention, if different than what was indicated above for this group. Failure to clearly identify how any paid additional invention
fees are to be applied to the "+" group(s) will result in only the first claimed invention to be searched. An exemplary election would be
wherein the cytokine is IL-1, the ligand is OMCP of SEQ ID NO: 13 and the linker is SEQ ID NO: 8 (claims 1, 7, (10-18, 20)(in part), 38,
40, (47-54, 56)(in part), 57, 59, 66-68, 70 (71-73)(in part), 77-79, 81, 87, (90-95)(in part)).

Group lI: claim 22, directed to a nucleic acid molecule comprising SEQ ID NO: 1.
Group IlI: Claims 23-37, directed to a method of treating a disorder with a cytokine-ligand conjugate.

The groups of inventions listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or corresponding special technical features for the following reasons:

Group I+ requires a special technical feature of a composition comprising a cytokine-ligand conjugate, not required by Groups Il and Il
Group |l requires a special technical feature of a nucleic acid molecule comprising SEQ 1D NO: 1, not required by Groups I+ and IIl.
Group Il requires a special technical feature of a methods of treating a disorder, not required by Groups I+ and II.

The technical feature of each of the inventions listed as Group I+ is the specific cytokine-ligand conjugate recited therein. Significant
functional and/or structural similarities cannot readily be ascertained among the cytokine-ligand combinations. Each invention requires
an unique cytokine-ligand conjugate, nat required by any of the other inventions..

The inventions of Group I+, I}, lIl shared the common technical feature of a cytokine-ligand conjugate, wherein the ligand is not a
corresponding hinding partner to the cytokine. The inventions of Group I+ share the technical features of a IL-2 cytokine linked to a
ligand, wherein the ligand is not a corresponding binding partner to the cytokine, wherein the cytokine and ligand comprise a linker,
wherein the ligand is a MHC class-I-related glycoprotein binds to a NKG2D receptor on a NK or CD8+ cell (see instant claims 1, 38, 57,
and 77).

However, this shared technical feature does not represent a contribution over prior art, because the shared technical feature is made
obvious by US 2009/0098609 A1 to GILLIES et al. (hereinafter 'Gillies') in view of the article entitled "ULBPs, Novel MHC Class
I7Related Molecules, Bind to CMV Glycoproteln UL16 and Stimulate NK Cytotoxicity through the NKG2D Receptor” by Cosman et al.
(hereinafter 'Cosman’). Gilles teaches a IL-2 fusion protein (para [0026] "fusion proteins including an IL-2 moiety fused to a non-IL-2
moiety. According to the invention, a non-IL-2 moiety can be a synthetic or a natural protein ... non-IL-2 moieties include Fc and albumin
moieties.", para [0112] "the components (immunoglobulin molecule and IL-2 molecule) are genetically fused to each other ... through a
linker sequence.”, para [0042] “the Fc receptor on a cell surface may bind to the F¢ part of an Ig moiety and thus tether the IL-2 to the
surface of cells possessing both an Fc receptor and an IL-2 receptor”, para [0003] "Interleukin-2 (IL-2) is a potent cytokine ... IL-2 has
also been shown to stimulate ... NK cells”, para [0035] "IL-2 is known to activate T cells and, for example, is known to enhance the
cytotoxicity of CD8(+) T cells"). Gillies does not teach IL-2 fusion proteins wherein the ligand is a MHC class-I-related glycoprotein that
binds to a NKG2D receptor. Cosman teaches fusion proteins comprising MHCI proteins that bind to said NKG2D receptors (pg 123, col
2, para 2-3 "it was recently shown that the nonclassical MHC class | antigens, MICA and MICB, could engage ... a heterodimeric
complex of NKG2D, a C-type lectin, and DAP10 ... ULBPs and the MICs share the property of binding to the NKG2D/DAP10 receptor
and provide a positive signal for NK cell activation and cytotoxicity”, abstract "ULBPs are GPl-linked glycoproteins belonging to the
extended MHC class | family", pg 125, col 1, para 2 "a series of fusion proteins was constructed in which the extracellular domains of
the ULBPs and MICs were joined to the Fc region of human IgG1.", pg 127, col 2 para 1 - pg 128, col 1 para 1 "All the ULBP and MIC-
Fc fusion proteins bound specifically to cells transfected with both NKG2D and DAP10, compared to background binding seen with a
control Fc fusion protein. This result suggests that at least a component of the ULBP and MIC receptors detected on NK cells is probably
NKG2D/DAP10, as this receptor is known to be expressed by all NK cells "). Based on the teaching of Gillies and Cosman, it would have
been obvious to an artisan of ordinary skill to experiment with Cosman's MHCI glycoproteins (e.g. ULBPs), as non-IL-2 moieties for
Gillies' fusion proteins, because as taught by Cosman, ULBP-Fc fusion proteins bind NKG2D/DAP10 receptors, and said binding
provides a positive signal for NK cell activation and cytotoxicity, which could have a synergistic effect with IL-2 fusion proteins, as taught
by Gillies to be a potent activator of NK/CD8+ cells, which may be enhanced by tethering by the non-IL-2 moiety, such as a ULBP bound
to NKG2D. As the technical feature 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.

Groups I+, II, and Il therefore lack unity under PCT Rule 13 because they do not share the same or corresponding special technical
feature. ’

Iltem 4, continued:

claims 74-76 are not not drafted in accordance with the second and third sentences of Rule 6.4(a) regarding multiply dependent claims.
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