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Box No. I 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 international application, the international search was
carried out on the basis of a sequence listing: '

‘a. forming part of the international application as filed:
m in the form of an Annex C/ST.25 text file.
on paper or in the form of an image file.

b. D furnished together with the international application under PCT Rule 13ter. 1(a) for the purposes of international search
only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:

D in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).

D on paper or in the form of an image file (Rule 13fer.1(b) and Administrative Instructions, Section 713).

2. D 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:

Form PCT/ISA/210 (continuation of fitst sheet (1)) (January 2015)
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Box No. Il 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:

I. 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 search can be carried out, specifically:

3. D Claims 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. 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 api)lication, as follows:
This application contains the following inventions or groups of inventions which are not so linked as to form a singie 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 1-17, drawn to a method of expressing telomerase in a target cell in a subject and a method of treating a subject
suffering from a disease associated with shortened telomeres. :

Group Il: claims 18-44, drawn to a liposome for delivering at least one nucleic acid vector encoding telomerase reverse transcriptase to a
target cell. .

The inventions listed as Groups | and Ii 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:

---continued on extra sheet----—---

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

2. I:l As all searchable claims could be searched without effort jusfifying additional fees, this Authority did not invite payment of
additional fees.

3. D As only some of the requiréd additional search fees were timely paid by the applicant, this intematiorigl search report covers
only those claims for which fees were paid, specifically claims Nos.: :

4. E 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.: .
1-17

Remark on Protest D 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 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/ISA/210 (continuation of first sheet (2)) (January 2015)
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Continuation of:

Box NO lll. Observations where unity of in\)ention is lacking

Special Technical Features

Group ! includes the special technical feature of a method of expressing telomerase in a target cell in a subject, not requi;ed by Group Il

Group Il includes the special technical feature of a process of a liposomal composition, not required by Group I.

Common Technical Features

Groups | and 1l are related to each other as a composition (Group Il) and a method of using the composition (Group 1) and share the
-technical feature of a lipomal delivery vehicle of claim 18. However, this shared technical feature does not represent a contribution over
prior arts in view of US 2013/0202684 A1 to Geall et al. (hereafter ‘Geall') and US 2003/0143228 A1 to Chen et al. (hereafter 'Chen’).

Geall teaches a liposome for delivering at least one nucleic acid vector encoding telomerase reverse transcriptase to a target cell (para
[0008], the invention provides a liposome within which RNA encoding an immunogen of interest is encapsulated; para [0037], Liposomes
of the invention include a RNA molecule which (unlike siRNA, as in reference 2) encodes an immunogen; para [0039], Preferred +-
stranded RNAs are self-replicating; para [0124], the immunogen is terlomerase catalytic protein), wherein the liposome comprises a
PEG-ylated lipid membrane (para [0005], The liposome includes a PEGylated lipid i.e. the lipid is modified by covalent attachment of a
polyethylene glycol. PEG provides the liposomes with a coat which can confer favourable pharmacokinetic characteristics) having an
external surface and defining an internal compartment (para [0032], unilamellar vesicles), wherein:

b) the internal compartment contains a nucleic acid vector comprising a nucleotide sequence encoding telomerase reverse transcriptase
(TERT) (para [0124], the immunogen is terlomerase catalytic protein), but does not specifically teach a vector comprising an expression
control sequence operative in the target cell and operatively linked to a nucleotide sequence and a).

Chen teaches a vector comprising an expression control sequence operative in the target cell and operatively linked to a nucleotide
sequence of TERT epitope (para [0009], polynucleotide and amino acid sequences of human telomerase reverse transcriptase MHC-I
and MHC-II restricted epitopes ... inserted into an expression vector that is administered to a subject; para [0056], Expression vectors
can contain a variety of control sequences, which refer to nucleic acid sequences necessary for the transcription and possibly translation
of an operatively linked coding sequence in a particular host organism); and
a) the external surface has attached thereto a targeting agent directed against a receptor on a target cell involved in receptor-mediated
endocytosis or macropinocytosis (para [0180], A polynucleotide delivery vehicle component of a cell-specific polynuclectide targeting
vehicle comprises a specific binding ligand in combination with a liposome: The polynucleotide(s) to be delivered are housed within the
liposome and the specific binding ligand is functionally incorporated into the liposome membrane. ?.. for example, epidermal growth
factor (EGF) is used in the receptor-mediated delivery of a polynucleotide to cells that exhibit upregulation of the EGF receptor). One of
ordinary skill in the art would have applied the targeted liposomal vehicle of Chen to the liposome of Geall, because Chen teaches that -
targeted delivery of cargo polynucleotide by liposome comprising receptor-specific ligand offers increased specificity (para [0178]). As

" said technical feature was known in the art at the time of the invention, this cannot be considered special technical feature that would
otherwise unify the groups.

Grdups I and If therefore lack unity under PCT Rule 13 because they do not share a same or corresponding special technical feature.
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