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INTERNATIONAL SEARCH REPORT International application No,
PCT/US 18141412

A.  CLASSIFICATION OF SUBJECT MATTER
IPC(8) - CO7K 7/06, COTK 14/00, CO7K 7/08 (2018.01)
CPC - CO7K 7/06, AG1K 47/64, CO7K 14/001, CO7K 7/08, COTK 2319/00

According to International Patent Classification {IPC) or to both national classification and IPC
B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbols)

See Search History Document

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
See Search History Document

Electronic data base consulted during the intemational search {name of data base and, where practicabte, search terms used) .
See Search History Document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X US 2014/0094404 A1 (VILLAVERDE CCRRALES et al.} 3 April 2014 (03.04.2014) Abstract; 1.8, 13,20, 25, 26

meeememeene Claim 19; para [0018]; para [Q032]; para [0049) ; para [0128]; para [0173); para [0175] ——————

hd 2,3,14,15, 198,34

X MCGUIRE te al., [dentification and Characterization of a Suite of Tumor Targeting Paptidas for | 39-42

———- — | Non-Smalt Cell Lung Cancer. Scientific Repoiis, 27 March 2014, Vol. 4, page 4480, Abstract; —————

Y p2, Table 1 2,3, 14,15, 34

Y US 2008/0206138 A1 (GREENE et al.) 28 August 2008 {28.08.2008) Abstract; Claim 2 19

D Further documents are listed in the continuation of Box C. D See patent family annex.

*  Special categories of cited documents: “T" Inter document published after the intemational filing date or priority

"A"  document defining the general state of the art which is not considered date and not in conflict with the application but eited to understand
to be of particular relevance the principle or theory underlying the invention

"E” earlier application or patent but published on or after the international - “x* document of particular relevance; the claimed inventian cannol be
filing date considered novel or cannot be considered to involve an inventive

L dpcgment wﬂqhhmﬂy lhrglw doumion prri°ri'yh°|aim(s)' or whicl;’ is step when the document is 1aken alone
cited o establish the publication date of another citation of ather wy» yocument of panicular relevance; the claimed invention canmot be

., Jpecial eeson (ps specified) o considered 1 involve an invenfive step when the document is

0" document referring to an oral disclosure, use, exhibition or other combined with one ar more other such documents, such combination

means being obvious 10 4 person skilled in the art

“p" dth‘;m:;s:tty pt:i!;hms!:;;lignneodrm the intemational filing datebut later than g yoo oy o ber of the same patent family

Date of the actual completion of the international search Date of mailing of the international search report

20 September 2018 0 4 D E C 20‘18

Name and mailing address of the [SA/US Authorized officer:

Mail Stop PCT, Attn: ISA/US, Commissionar for Patants Lee W. Young

P.0O. Box 1450, Alexandria, Virginia 22313-1450
o PGT Helpdesk: 571-272-4300

Facsitmile No.  571-273-8300 PCT OSP: ST1-272-7774

Form PCT/ISA/210 (second sheet) (January 2015)



(34) JP 2020-527556 A 2020.9.10

INTERNATIONAL SEARCH REPORT International application No.

PCT/US 18/41412

Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. |:l Claims Mos.:

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

2. Claims Nos.: 35-38

because they relate to parts of the intemational application that do not comply with the prescribed requirements to such an

extent that no mea.ningﬁjl internaticnal search can be carried out, sgleqiﬁcplal: i
Clalm 35-38 are an unsearchabld’ omnlbus claim undar PCT Rule 6.2(a). The claims inglude omnibus reference to "as disclosed herein®
and thus does not clearly set forth a specific invention for which protection is being sought.

3. E Claims Nos.: 4,9-11, 16, 21-23, 27-34
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this international ap?lication, as follows;
This application contains the following invantions or groups of inventions which are not so linked as to form a single genaral inventiva
concept under PCT Rule 13.1. In order for all inventicns to ba examinad, the appropriata additional examination fees must be paid.

—-Please see continuation in first extra sheet -——-——--—

1, I:] 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, g 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.:
1-3, 8, 13-15, 19, 20, 25, 26, 34, 39-42, limited to SEQ ID NO: 1

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

The additional search tees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D Mo 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.

Group 1+: Claims 1-3, 5-8, 12-15, 17-20, 24-26, 34, 39-42, drawn to a composition comprising one or more molacular guldance systam
{MGS) peptides and a cytotoxic agent, The composition will be searched to the extent that the MGS peptide encompasses SEQ 1D NO;
1. Itis believed that claims 1-3, 8, 13-15, 19, 20, 25, 26, 34, 3942, encompass this first named invention, and thus these claims will be
searchad without fee to the extant that they encompass SEQ ID NOC: 1. Additional MGS paptide will be searched upon the payment of
additional fees, Applicants must specify the claims that encompass any additionally elected MGS peptide(s). Applicants must further
indicate, if applicable, the claims whith 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 ba applied to the "+ group(s) will result in only the first claimed
invention to be searchad. An exemplary election would be & MGS peplide encompassing SEQ IO NO: 3 (Claims 1-3, 5, 8, 12-15, 17, 19,
20, 24-26, 34, 39-42).

Group fI: claims 32-33, drawn to a method of targeting an intracellular target.

The inventions listed as Groups |+ and do not relate to a single genaral inventive concapt under PCT Rule 13.1 becausa, under PCT
Rule 13.2, they lack the same or corresponding special technical features for the following reasons:

Groups I+ include the spacial technical feature of a composition comprising one or more molecular guidance system (MGS) peptides
and a cytotoxic agant, not required by Group 1l.
Group [l includas the special technical featura of a method of targeting an Intracellular target, not required by Groups |+,

No technical features are shared between the amine acid sequences of MGS peptide of Groups I+ and, accordingly, these graups lack
unity a priori. Additionally, even if Groups |+ were considered {o share the technical features of including: Claims 1, 13, and 34, thase
shared tachnical features are previously disclosed by US 2014/0084404 A1 to Villaverde Corrales et al., (herainafter 'Villaverde
Carrales’).

Villaverda Corrales teaches {instant claims 1 and 34) a composition comprising ane or more molecular guidance system (MGS) paptides
and a cytotoxic agent (Abstract - The invention relates Lo conjugates comprising a targeting moiety specific for tha CXCR4 based on the
polyphemusin-derived peplide and a thorapewtic or imaging agent. The invention relates as well to the application of said conjugates for
1ha tharapy and diagnostics which require the specific targeting to CXCR4+ calls.'; Claim 19 - 'A conjugate comprising {i} a targeting
peptide comprising the sequence RRCYRKCYKGYCYRKCR (SEQ ID NO: 5) or a functlonally equivalent variant thereof, and (i) a
therapeulic agent wherein the targeting peptide is capable of specifically binding to CXCR4 and promeoting internafization of the
tharapeutic agent in a cell expressing CXCR4.'; para [0128] - 'Examples of proteinaceous sell toxins useful for incorporation inio the
cohjugates according to the invention include, but are not limitad to, typa one and type two ribosome Inactivating proteins (RIP). Usaful
type one plant RIPs include, but are not imited to... sapaoring').

Villaverda Corralas teaches (instant claim 13) membrane-pemmeable conjugate for transport across a lipid membrane comprising: one or
more a melecular guidance system (MGS) peplides and a cytotoxic agent (Claim 19 - "A conjugate comprising: {i) a targeting peplide
comprising the sequance RRCYRKCYKGYCYRKCR (SEQ ID NO: 5) or a functionally equivalent variant thereof, and {ii} a therapeutic
agent wharein the largeling peplide is capable of specifically binding to CXCR4 and promoting intamalization of the therapeutic agent in
a cell expressing CXCR4."; para [0128] - 'Examples of proteinaceous cell toxins useful for incorporation inte the conjugates according to
the invention include, but are not limited to, type one and type two ribosome inactivating proteins (RIP), Usaful type one plant RIPs
intlude, but are not limited 1o... saporins’; para [0018] - 'FIG. 2. Confocal analysis of T22, vGCL2, V1 and CXCL12-GFP-HG upon
intemalization in HeLa cells.’; para {0049] - 'As used herein, "internalization” refers to a process by which a molecule or a construct
comprising a molecule binds 1o a target elemant on the outer surface of the cell membrane and the resulting complex is internalized by
the cell.’).

Villavarda Corralas further teaches a pharmaceutical composition {para [0173] - 'the invention relates to a phamaceutical composition
compriging a conjugata according to the invention and a pharmaceuticatly accaptable carrier.'}.

As said technical features wera known in the art at the time of the invention, these cannot be considered special technical Ieatures that
would otharwise unify the groups.

Groups 1+ and || therefore lack unity under PCT Rule 13 because they do net share a same ¢r corresponding special technical feature.,
Continuation of [tem 4:

Clalms 4, 9-11, 16, 21-23, 27-31 are improper multiple dapendent claims because they are dependent claims and are not drafted in
accordance with the second and third sentences of Rule 6.4(a).

Cluim 35-38 are an unsearchable omnlbus clalm under PCT Rule 6.2(a). ‘| he claims include omnibus referance 10 "as disclosed herain”
and thus does not clearly set forth a specific invention for which protection is being sought.

Note, Claim 27 which depends from "any of claim 1-27", is objected to, as a ¢laim cannot depend from itself. Claim 27 is reconstrued to
depend from "any of claim 1-26".
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