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means

“P”  document published prior to the international filing date but later than
the priority date claimed

“T"  laer document published after the intemational filing date uernrity
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

document of particular rélevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

document of particular relevance; the claimed invention cannot be
considered 10 involve an inveniive sicp n the document is
combined with one o more other such documents, such combination
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“&" document member of the same patent family
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Box Ne. | Nucleotide and/or amino acid sequence(s) {Continuation of item 1.c of the first sheet)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the internatipnal search was
carried out on the basis of a sequence listing:

a forming panrt of the international application as filed:
[ X] in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file,

b I:‘ furnished together with the intemational application under PCT Rule 13ter. I(a) for the purposes of imternational search
only in the form of an Annex C/ST.25 text file.

. D furnished subseguent to the international filing date for the purposes of international search only:
[] inthe form of an Annex C/ST.25 text file (Rule 13ter. 1(a)).
I:l an paper of in the form of an image file (Rule 13/er. 1(b) and Administrative Instructions, Section 713).

2 In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements 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:
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Box No.II  Observations where certain clnims were found unsearchable (Continuation of item 2 of first sheet)

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

1. [:l 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 intemational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

W
3 Claims Nos.; 8-37, 43
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. [11  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this interational ap?lication. a5 follows;
This application contains the following inventions or greups of inventions which are not so linked as to form a single genaral Invantive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Group |, claims 1-7, direcled 1o a compaosition.
Group W, claims 38-42, diracted to a method of making 8 composition.

The Inventions listad as Groups |-l do not ralate to a single special technical feature under PCT Rule 13.1 bacause, under PCT Rule
13.2, they lack the same or coresponding special technical features for the following reasons:

—continued on first extra sheet--

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

2. I:] 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, 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.:

Remark on Protest B 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 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/SA/210 (continuation of first sheet (2)) (January 2015)
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--gontinued from Box ill: Observations where unity of invention is lacking—
Special technical features:

Group | has the special technical featura of a composition, comprising a funclional RNA molecule complexad with a small-molecule
drug, that is not required by Group |l

Group |1 has the spacial techinical teature of combining a small-molecule drug with a functional RMA melecule, that is not required by
Group L.

Common technical features:

Groups H!I share the common technical feature of 8 compesition comprising nanoparticles comprising a carrier polypeptide and a
functional RNA molecule complexed with a small-molecule drug, wherein the carrier polypeptide comprises a cell-penetrating segment
and an oligonucleotide-binding segment, wherein the small-molecule drug is intercalated with the functional RNA molecule.

Howaver, this shared technical feature does not represent a contribution over prior art, becauss this sharad technical feature is made
obvious by WO 2015/109264 A1 to CEDARS SINAI MEDICAL CENTER, (herginaftar CSMC),

CSMC taaches a composition (para [0003] “tha invantion ralates to compositions that dallver therapeutic agents”) comprising
nanoparticies (para [0038] "the drug delivery molecules disclosed herewith form nanoparticles") comprising & carrier polypeptide (para
[0037] "The drug dslivery molecule includes a ligand that targets a cell surface molecula, @ mambrane penetration domain and 2
payload binding domain. The ligand in the drug delivery molecule delivers the molecule to the target call, such as a cancar call. The
membrane penetration domain mediates cytosolic panetration of the target cell. The payload binding domaln forms a complex with a
therapeutic agant. The drug delivery molesuls in complex with the therapautic molecule delivers the therapeutic agent to the target call;
[0040] “the ligand Is a...polypeptide*) and a functional nucleotide molecule complexed with a small-molecule drug (para [0044] "the
payload that binds to the payload binding domain binds is a nucleic acid...ribonucleic acid (RNA), messanger ribonucleic acid (mRNA)";
[0123] "Doxorubicin (Dox) is an FOA approved cytotoxic agent that is used for a broad range of cancer types. If such drugs could be
targated mainly ta tumor cells, it would be beneficial in tarms of raducing side effects. In this approach, first Dox is intercalated into a
double stranded oligo to form DNA-Dox™), whersln the cammer polypeptide comprises a cell-penetrating segment and an oligonucleotide-
binding segment {para [0037] "The drug dellvery molecule includes a ligand that targets a cell surface molecule, a membrane
penstration domain and a payload binding domain. The ligand in the drug delivery molecule delivers the molecule to the targst cell, such
as a cancer cell. The membrane penetration domain mediates cytosolic penatration of the target cell. The payload binding domain forms
a complex with a tharapeutic agent. The drug dellvary molecule in complex with the therapeutic molecule delivers the therapeutic agent
to the target call”; [0040] "the ligand s a...polypeptide®; [0042]-{0043] "the membrane penetration domain is the penlon base protein or a
fragment thereof from Adenovirus.. As used hereln, "PB" refers to a penton base segment...the payload binding domain is
a...polypeptide™, wherein the small-moleculs drug is intercalated with a functicnal nucleotide molecule (para [0123] "Doxorubicin
{Dox)...If such drugs could be targeted mainty to tumor cells, it would be beneficial in terms of reducing side effects. In this approach,
first Dox is intercalated inte a double stranded oligo to form DNA-Dox"}, yet does net specifically taach the functional nucleotide
malecute complexed with & small-moleguls drug is RNA. Howsver, since CSMC doss teach delivery of functional RNA (para [0093]
"PBK10 mediates mRNA delivery"}, and because cne of ordinary skill in the art at the time would have readily appreciated that Dox and
other similar small moleculs drugs would Intercalate with RNA as well as DNA, it would have been obvious te one of ordinary skill in the
art to have used the taught therapeutic RNAs with the taught intercalating amall molacule drugs in order to enhanca dellvery of the
comblned tharapeutic agents.

As the technical features were Known in tha art at the time of the invention, they cannet be considered spedial technical features that
would otherwise unify the groups.

Therefore, Group IHI inventions lagk unity under PCT Rule 13 because they do not shara the same or corresponding special technical
feature.

NOTE, claims 8-37, 43 are held unsearchable because they are depandent claims and are not drafted In accordanca with the second
and third sentances of Rule 6.4{a). .

Form PCT/ASAS210 (extra sheet) (January 2015)
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