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Box No. 11 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. I:I Claims Nos.:

because they relate to parts of the intermational application that do not comply with the preseribed requirements to such an
extent that no meaningful internaticnal search ean be carried out, specifically:

3. ﬁ Claims Nos.: 10, 28-29, 36-44, 48-54, 58-61
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This Internationzl Searching Authority found multiple inventions in this international application, as follows:
**_Please See Supplemental Page-***-

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

b3 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 intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, K{ No required additional search fees were timely paid by the applicant. Consequently, this intemational search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Groups 1+, Claims 1-9, 11-27, 30-35, 45-47, and 55-57; SEQ 1D NO:1 {integrin targeting peptide)

Remark on Protest I:I 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 accompanicd by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees.

Form PCT/1SA/210 {continuation of first sheet {2)) (January 2015)
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Information on patent family members Internationai application No.
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-***-Continued from Box No. lIl: 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 additlonal examination fees must be paid.

Groups I+, Claims 1-8, 11-27, 30-35, 4547, and 55-57; SEQ ID NO:1 (intagrin targeting paptide) are directed toward mathods and
particles comprising peptides derived from the afpha 5 fibril of type IV collagen, and uses thersof for medical treatment.

The methods and particles will be searched to the extent that they encompasses SEQ ID NO: 1 (first exemplary intagrin targefing
peptida). Applicant is invited to elact additional integrin targeting peptide sequenca(s), with spacified SEQ ID NO: for gach, to ba
searched. Additlonal intagrin targeting peptide sequence(s) will be searched upon the payment of additional fees. It is beliaved that
diaims 1 (in-part), 3 (in-part), 4 {in-part), 5 (in-part}, 6 (in-part), 7 {in-part}, 8 {in-part), 9 (in-part), 11 (in-part), 12 {in-part), 13 (in-part), 14
(in-part), 15 (in-part), 16 {in-part), 17 {in-part), 18 (in-part), 19 {in-part), 20 {in-part), 21 {in-part), 22 (in-part), 23, {in-part}, 24 (in-part), 26
{in-part), 27 {in-part}, 30, 31 {in-part), 33 (in-part), 34 {in-part), 35 (in-part), 45 (in-part), 47 {in-part}, and 55-57 ancompasas this first
namead Invention and thus these claims will be ssarched without fee to the extant that they encompass SEQ 1D NO:1 {integrin targeting
peptide}. Applicants must spacify the claims that encompass any additionally elected Integrin targeting peptide sequence(s}. Applicants
must further indicate, if applicable, the claims which ancompass the first nared invention, if different than what was indicated above for
this group. Failure to clearly identify how any paid additional invention feas are to be applied to the "+" greup(s) will result in only the first
claimed invention lo be searched/examined. An exemplary elaction would ba an integrin targeting peptide encompassing SEQ ID NO: 2
{first exemplary elected integrin targeting pepfide).

Mo technical features are shared between the Integrin targeting peptide sequences of Graups I+ and, accordingly, these groups lack
unity a priori,

Groups I+ share the technlcal featuras including: a method for treating or preventing microvascular teakage, comprising administering an
effactive amount of a peptide having the amino acid sequence of any one of SEQ 1D NO: 1 to 6, or a derivative thereof, to a patient in
need of treatment; a method for treating cancer, comprising administering an effective amount of a peptide having the amino acid
saquence of SEQ 1D NQ: 1 to 6, or a derivative thareof, to a cancer patient undergoing or preparing to underge therapy with an immune
checkpoint inhibitor; a8 nanoparticle comprising PLGA-PEG copolymers and a conjugated peptide targeting integrins; a microparticle
encapsulating a peptide of any one of SEQ 1D NOS: 1 to 8, or derivative thersof, wharsin the nanoparticle or microparticle provide a long
acting depot; a method for identification of integrins, comprising: contacting said nanoparticle with one ar mare calls, and visualizing or
detecting binding of the nancparticle to cells.

Howevar, these shared tachnical features are praviously sharad by WO 2011084508 A1 {MASSACHUSETTS INSTITUTE OF
TECHNOLOGY) (hersinafier MIT') in view of US 2012/0114759 A1 to Grean, et al. (hereinafter 'Grean’) and the publication entitied
‘Inhibition of Immuna Checkpoints and Yascular Endaothefial Growth Factor as Combination Therapy for Metastatic Melanoma: an
Overview of Rationale, Predlinical Evidence, and Initial Clinical Data’ by Ott et al, (hersinafter "Cit’),

MIT discloses a method for treating or preventing microvascular leakage {page 2, lines 17-31; page 3, lines 12-18; page 4, lines 1-5;
page 24, lines 21-22; page 32, lines 15-25}, comprising administering an effective amount of a peptide {comprising administering an
effective amount of a peptide; abstract; page 29, lines 1-3; claim 22} to a patiant in need of treatment {intravenous administration (to a
patient in need of traatment); abstract; claim 22); a method for treating cancer (& methed for treafing cancer; claims 22-23), comprising
administering an effective amount of a peptide (comprising administering an effective amount of a poptide; abstract; page 29, lines 1-3;
claim 22) to a cancer patient (claims 22-23); a nanoparticle comprising PLGA-PEG copolymers (a nanoparticle comprising PLGA-PEG
copulymers; page 4, lines 6-8; page 13, line 31 — page 14, line 1; page 21, lines 8-15) and a conjugated peplide targeting integrins {a
conjugated peptide targeting integrins; page 3, lines 4-8; claims 13-14); a microparticle encapsuiating a peplide (a microparticle
encapsulating a peptide; page 14, lines 7-9), wharein the nanoparticle or microparticle provide a long acting depot (whersin the
naneparticle or microparticla provide a lang acting depot; page 14, linas 7-8); a method for idantification of Integrins (misthod for
detection of ligards that bind to integrins; page 12, lines 9-12; claim 14), comprising: conlacting said nanoparticle of with one or more
cells (contacting said nanoparticle of with one or more calls; abstract), and visualizing or detecting binding of the nancparticle to cells
[visualizing or detacting binding of the nanopariicle to cells; page 45, lines 14-17).

MIT does not disclose a peplida of any one of SEQ ID NOS: 1 to & or a cancer patient undergoing or preparing to undergo therapy with
an immune chackpoint inhibitor.

US 2012/0114759 A1 to Green, et al. {hereinafter ‘Grean’) discloses a polymeric nanoparticle specilfic paptida that is 100% identical to
SEQ ID NQ: 1 {SEQ ID NQ: 2462 of the Graen is 100% [dentical to SEQ ID NO: 1 of the instant PCT application, wherein X is any amino
acid; paragraphs [0168], (0188]) for treating angiogenesis-dependent diseases (abstract).

Gt discloses a cancer patient undergoing combination therapy with an immunae checkpoint inhibitor (abstract; page 4, second column,
sacond paragraph) to prevent angioganesls (abstract; page 4, second column, second paragraph).

itwould have been obvious to one of ordinary skill in the art at the time of the invention to modify the disclosure of MIT, for integrating
SEQ 1D NO: 1, as previously disclosed by Green, into the composition of MIT, for providing a highly potant anti-proliferative and
anti-migratory peptide targeling avi31 integrins en beth endothelial and tumor cells, to effectivaly inhibit angicgenesis-dependent
digeasss, such as age-related macular degenaration and cancer. Furthermors, it would have baen obvious to one of ordinary skill in the
ar at the tima of the inventicn to modify the disclosura of MIT, for integrating a cancer patient undergeing therapy with an immuna
checkpoint inhibitor, as previcusly disclosed by Ott, for simultaneously inhibiting angicgenesis and vascular leakage whils enhancing the
immune response against cancer in a subject in need thareof.

Since none of the special technical features of the Groups |+ inventions Is found in mora than one of the inventions, and since all of the
shared technical features ara previously disclosad by a combination of the MIT, Graen, and Ott referances, unity of invention is lacking.

Form PCT/ISA/210 (patent family annex) (January 2015)
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