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A, 1 tgatttocgt ccaggocgga actcaagatg gotgegttet tgetgagaca tgtecageegt A. 1 - -
61 cactgcctce gageccacct gaatgetcag ctttgtatca gaaatgetge tcetttggga 61
121 accacagcta acacgagtte aaaccgtoct 121 cagcteetgg acctgtgect
181 ctgtctcece atttgactat ctacaaatgg tctettocta 181 gctggctcee attaggtegg ttoctgeage ggtgectgge agecttggtyg aaggeccige
241 gaatagectt 999 gt t 241 toatgtattg cctecagtgg
301 cttcctggga actttgagtc atatttgatg tttgtgaagt coctgtgttt ggggocaaca 301 ot gatt Ctotacet f
361 tt t. 361 ttg cacaatatgt g cototttete
421 t 421 atctgctata getgetggog asattgtttc ctgtaccact getccgattc cecacttceg
481 ggagtggegy togtggtict tgctgtgtig tectotggeg ggctggecge cetgtgaaga 481 gaatcagccc at g g tgccgagata gettgecaag
541 getggagttc coageacecc tgtacatcat casactgatt tatattectg tttatcacta 541 ot
601 tocccaccec teccecccag ooteccaggt toteoctgatt tgtttagatg ccacatgett 601 cegcagtect gcogggtacca cattoctaat ggagectttt ggectgtgat gttttatcet
661 tcaatccect tggagtgeag tagagcgget taaagacctg ttgtagtaag asagggteat 661 tacaatgtga c
721 ttgcteegg ga tg t tgtgtgtict gtcaccatct tgacggatty goccacccoo
781 cagctttocg g ccagttetgt gaccgeccey tg tgatatgacc tgtgtggata cagtgtagtc
841 tgtggget tgtecattgg tcagcttagg ctegtecect
901 gcctttagea g tteccegttt teccottggt tcacttccaa cecettt

961 getcagetag agggagataa agag a t
1021 tacagetttt gatgtatgag gaagatcasa aaaaattgta ttaagtttot gttctgttti
1081 tcatttctag gasaatacac ctttaatgtc atattttcta atctaaattc ttgtaccatc
1141 ttctttggaa acgattaaag tactactcat tttatgottg actctttgga atctagtgac

aagacaggge ttgtttttge acttatctca aatttgaaga gattgctgat goccgagage
tetcaactg:

tegttgtetg o ¢ tt
g teet t ‘ctetetceet

1201 aggtgggtag aaagggtcta atctctgece ctecctttgg atcttggaca tttacacect ctocagtyca
1261 ttgcccaaca g cgaaaaatga ggtaatcaca togtagacce agtggtcect ggctgagtga
1321 accaagtagt aagaacataa gaagtcagct aagcatgegg £ teatageage s
1381 gggtgttgta ccagettggt acttaagcag agtgtcageg tgtatgtaca cacgtatgtg
1441 g t ggaggtggag getaaggget asatagattt tgaatgtgtg ttgtgtgtgt gtttacatac
1501 t te

ctttattgaa tatgttctga ttttgaggtt tagtagtagt agetagotgt agtaggtect
1561 agagttcttg aagatggata tacagtggga aacgttgett ctttaccect actgaggoce 1 et teatttage 9299 gragtag ggacagtq;a cgccgiggtg
1621 ta ccaagggtge -} g gtccttgtge gttcagacaa o g
1681 gtgttagcaa gegetgtace actacaccag ttocotage =
1741 ttttigecaa ta gagatttggt tccatgatca tttetect
1801 goctgtagtt cagto caagagattg . a9
1861 t

9 ¢ totgoaagt

1921 actcasatcc gtggeageag aggtggacty g ga € gtgtgcaagt Jrageagact
1981 toattagtet t attcaccatt tatccecaaa tggoctggaa totgy fidnidnonls g g o
2041 gt gactacette t gatcttgett ctgectcccg ggtgeatgtt
e t oofgrtrags stcaagoaac ttaaaaaaaa asazacazaa aaaaa
2161 gatcactacc agacaggcce cgggaggtct gatggtgeca ggaattcage
2221 o g gaggocttg PVELIPKPLNP) YLLSFLLERKECT
gg?i ICALVFLAALFLICYSCHGNCELYHC T

a © gotgggatgt cctgtagatt tcatccageg
2401 tcaatcaggt tgtecttaga gtagagtcag tet

2461 ttggcoaaggy cattaaattc aacaaccagt .
2521 caacatattg geaggctggg aaattaatgt ggacattttt actttttttt ttgatggett Figure 13
2581 cttaaccagt gattggaggg aagtaggteg

2641 cggtctgtag at tt +
2701 atatgtaagt acactatagt tgtcttcaga g ta
2761 tg aggatttgaa cteaggacct tcagaagage
2821 agacagtgct ga tatct
2881 a t
2941 gaaaggttag a t caagataact
3001 g gtttgate
3061 t atccacecte cacgtgetty aggeacacct
3121 9 t
Figure 12
5. MAAF {CLRAHLNAQLCIRNAAEL K
PHLTIYRSLEMALSVCHRGSGIALSGEVSLEGLSALIL PONFESYIMF
VKSLCLGPTLIYSAKFVLVFPLMYASLNGIRHLLWDLGKGLAI PQVWLSGVAVVVLAV
LSSGGLAAL
Figure 12 (continued)
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Box Na. II Observations where certain clabns 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 foilowing reasons:

1. D Claims Nos.:

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

2. |:| Claims Nos.:
because they relate to parts of the intemational application that do not comply with the prescribed requirements 1o such
an extent that no meaningfil international search can be carried out, specifically:

3 D Ciaims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. [II  Observations where unity of invention is lacking {Continuation of item 3 of first sheet)

This International Searching Authority found multipfe inventions in this intemational application, as follows:
Please See Continuation Sheet

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

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

As only some of the required additional search fees were timely paid by the applicant, this inlemnational search report
covers only those claims for which fiaes were paid, specifically claims Nos.:

L0

4, m 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

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 accorpanied by the applicant’s protest but the applicable protest fes
was not paid within the time Jimit specified in the invitation.

|:| No protest accompanlied the payment of additional search fees.
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BOX iII. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
Thnis International Search Authority has found 20 inventions claimed in the Infemational Application covered by the claims indicated
below:

This application contsins 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 I, claim(s) 1-4, drawn to an isolated peptide or peptidomimetic, having a length of less than 60 residues and comprising the amino
acid sequence CRPPR (SEQ ID NO:1).

Group 11, claim{s) 5-12, drawn to an isolated peptide or peptidomimetic, comprising the amino acid sequence GRKSKTV (SEQ [I»
NO:14).

Group ITI, claim(s) 13-17, drawn io an isolated peptide or peptidomimetic, having a length of less than 150 residues and comprising the
amino acid sequence CARPAR (SEQ ID NO:5).

Group IV, claim(s) 18-21, drawn to an isolated peptide or peptidomimetic, having a length of less than 50 residues and comprising the
amine acid sequence CPKRPR. {(SEQ 1D NO:6).

Group ¥, claim(s} 22+26, drawn to an isolated peptide or peptidomimetic, having a length of less than 400 residues and comprising the
amine acid sequence CKRAVR. (SEQ [D NO:7).

Group VL, claim(s) 27-34, drawn to an isolaled peptide or peptidomimetic, comprising the amino acid sequence RNSWKPN (SEQ ID
NO:16),

Group VIL, claim(s} 35-39, drawn to an isolated peptide or peptidomimetic, comprising the amino acid sequence RGSSS (SEQ ID NO:9).

Group VLI, claim{s) 40-47, drawn to an isolated peptide or peptidomimetic, having a length of less than 400 residues and comprising the
amino acid sequence RSTRANP {(SEQ 1D NO:18§).

Group IX, claim(s) 48-55, drawn to an isolated peptide or peptidomimetic, having a length of less than 400 residues and comprising the
amino acid sequence PKTRRVP {SEQ ID NO:20). :

Group X, claim(s) 56-63, drawn to an isolated peptide or peptidomimetic, having & length of less than 400 residues and comprising the
amino acid sequence SGMARTR. (SEQ 1D NO:22).

Group XI, claims 64-69, drawn to a method of isolating one or more homing molecules that selectively homes to heart vasculature,
comprising contacting HLP/CRIPZ, or fragment thereof,

Group XIL. claims 70-75, drawn to a method of isolating one or more homing molecules that selectively homes to heart vasculature,
comprising contacting receptor clone 9, or fragment thereof.
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Group XIM, claims 76-82, drawn to a method of isolating one or more homing molecules that selectively hotmes I heart vasculature,
comprising contacting Sigin/TIRS, or fragment thereof.

Giroup X1V, claims 83-89, drawn to a method of iselating one or more homing molecules that selectively homes to heart vasculature,
comprising contacting Mpell-3-related protein, or fragment thereof,

Group XV, claims 50-96, drawn bo a method of isolating one or more homing molecules that selectively homes to heart vasculature,
comprising contacting bel0, or fragment thereof.

Group XVI, claims 97-102 and 127-155, drawn to a method of directing a moiety to heart vasculature in a subject, comprising
administering to the subject a onjugate which comprises 2 moiety linked to an antibody, ar antigen-binding fragment theredf, that
selectively homes to heart vasculature, said antibody specificaily binding HLP/CRIP2 (SEQ ID NO:25) and conjugate formulations thereof.

Group XVII, claims 103-108, drawn to a method of directing a moiety to heart vasculature in a subject, comprising administering to the
subject a conjugate which comprises a moiety linked to an antibody, or antigen-binding fragment thereof, that selectively homes to heart
vasculature, said antibody specifically binding SEQ [D NO:27.

Group XVIII, ¢laims 109-144 and 156-190, drawn te a method of directing a moiety to heart vesculature in a subject, comprising
administering to the subject a conjugate which comprises a moiety linked to an antibody, or antigen-binding fragment thereok, thet
selectively homes to heart vasculature, said antibody specifically binding Sigitt/TIRE (SEQ [D N0:29) and conjugate formulations thereof.

Group XIX, claims 115-120 and 191-213, drawn to a method of directing a moiety to heart vasculaturs in a subject, comprising
administering to the subject a conjugate which comprises a moiety linked to an antibody, or antigen-binding fragment thereof, that
selectively homes to heart vasculature, said antibody specifically binding SEQ ID N0:33 and conjugate formulations thereof.

Group XX, ¢laims 121126 and 214-244, drawn to a method of directing a moiety to heart vasoulature in a subject, comprising
administering to the subject a conjugate which comprises a moiety linked to an antibody, or antigen-binding fragment thereof, that
selectively homes to heart vasculature, said antibody specifically binding bc10 (SEQ ID NO:35) and conjugate formulations thercof.

The invention listed as Groups I-X and XI-XX do not relate (o single concept under PCT Rule 13.1 becanse, under PCT Rule 13.2, they
lack the same or corresponding special technical features for the following reasons, The short peptides of Groups I-X (an isolated peptides
having a various lengih of residues from less than 400 to less than 20 residues) is directed to a special techmical feature, defined as a
contribution over the prior art heart homing peptides having less than 100 to fifteen amino acid residues comprising conjugates in which a
heart homing peptide is linked to a moiety such as a therapeutic agent and the conjugzate is useful for treating cardiovascular disease as
taught by U.S. Patent No. 6,303,573, Further, homing peptides with biological activities are known in the art as acknowledged on page 55,
lines 24-26 in the instant disclosure and as described by Laakiconen et al (Proe. Natl, Acad. Sci. USA, Volure 101, No. 25, pp. 9381-9386,
2004). Also, human bladder cancer-associated protein (be10) which s the cognate for peptides SEQ ID NOS:12 and 13 are mown in the
art as disclosed by Gromova et al in Int. J. Cancer, Vol, 98, pp. 539-546, 2002. Thus, what is common is known, and if known is not

special.

With respect to the various sequences recited in Groups [-X, the sequences encompass peptides having different structures which are
distinet from each other, and as such, they are considered as patentably distinet and/or independent, one from the other, and are capable of
independent use, Thus, Applicant is required to elect a single disclosed sequence, and/or provids a single subsequence within & disclosed
sequence wherein the subsequence for the elected is searched.

In regard to methods and conjugates of Groups XI[-XX, they are directed to different methods of using the various peptides/compounds
and/or conjugate formulations in methods of isolating and use thereof. Thus, the various methods using the various peptidesicompounds
do not correspond to the same technical feature and are not connected in design, operation or effect because they differ in method steps,
parameters and reagents used, and as such, the methods as grouped are independent and distinet, each from the other because they represent
different technical features and different inventive endeavors. Therefore, since the groups do not sharc the same or speeial tachnical
features, the inventions do not relate to a single inventive concapt,
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Continuation of B, FIELDS SEARCHED [tem 3:
APS, CAS ONLINE, MEDLINE, EMBASE, BIOSIS, WPIDS
search terms: CRPPR/SQSP, SQL<61, isolat? prepar? mak? synthesiz? peptid? peptidomimet? fragment? hom? vaseul? or heart.
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