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Box Ne. 1T Observations where certain claims were found unsearchable (Coatinuation of item 2 of frst sheet)

This interational search report has not been established in respect of ceriain claims under Article 17(2)(z) for the following reasons:

1 D Claims Nos.:

because they relate to subject matier 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 preseribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. E Claims Nos.: 6-10, 16-21, 26-33, 37-47, 52.57 .
' they are dependent claims and are not drafted in dance with the d and third sentences of Rule 6.4(a).

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

‘This Intermational Searching Authority found multiple inventions in this international apflimtiorg as follows;
This application containg the following inventions or groups of invantions which are not so linked as to form a single general inventive
concapt under PCT Rule 13.1, in ordar for all invantions to be examinad, the appropriate additional examination fees must be paid.

Greup |, claims 1-5, directed to a recombinant nucleic acid comprising a heat inducible promoter operatively associated with a
chemokine or a blood-brain barrier opening protein. .

Group |, clalms 11-15, 22-25, 34-36 and 48-51, directed 10 a method of treating a tissue or increasing blood-brain barrier permeability in
a subject in need thereof, comprising (a) administering to the subject preconditioned stem cells that migrate to said tissue. .

- Please see extra sheet for continuation -

’

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

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

3. I:I As only some of the required additional search fees were timely paid by the applicant, this internaticnal 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. Conséquently, this international search report is
{guimd to the inventien first mentioned in the claims; it is covered by ¢laims Nos.:

Remark on Protest D The additional search fees were accompanied by the api:licﬂnl’s protest and, where applicable, the
paymens 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 (continuarion of first sheet (2)) (January 2015}
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Confinuation of

The inventions listed in Groups | and 1l de not relate to a single general inventive concept under PCT Rule 13.1 because, undar PCT
Rule 13.2, thay [ack the same or corresponding special technical features for the following reasons:

Special Technical Features

Group I.im;tudes the spadal technical feature of a composition comprising a recombinant nucleic acid, not required by Group 1.
Group |l comprises a special lechnical feature of precandilioned stem ce_lls that migrate to injured tissue, not requlired by Group 1.
Commeon Technical Features

Graups | and N are related to each other as a composition (Group 1} and a method of using the compaosilion (Group Il) and share the
tachnical feature of a nudeic acid encoding a stem-cell attracting chemokine operably associated with a heat-inducible promotar; and a
nucteic acid sncading a barrier-opening protein or peptide operably associated with a heal-inducible promoter. However, these sharad
tachnical features do not represent a contribution ovar prior art, because the shared technical features are being obvious by US
2008/0213185 A1 to Hong et al. (hareinafter 'Hong') in view of WO 2005/017165 to Phillips et. al. (hereinafter *Phillips').

Hong teaches a necombinant nucleic acld, said recombinant nucleic acid comprising:

(a) a heat-inducible promoter oparativaly associated with

(b) & nuclelc acid encoding an active agent, wherein said active agent is (i) @ blood-brain barrier opening protein or peptide (para [0147]
* In expression vectors, the introduced DNA is operably-linked to el such as promoters that signal to the host cell to transcribe the
inserted DNA. Some promoters are exceptionally useful, such as inducible promoters that control gene franscription in response to
spedific factors. Operably-linking a composition polynucleotida to an inducible promoter can contro! the expressieon of the
NeisserafAAEAP transit peptide composition polypeptide or iragments. Examples of classic inducible promoters include those that are
responsive toe alpha-interferon, heat shock, heavy metal ions, and steroids such as glucocorticoids (Keufman, Methods Enzymol.
185:487-511 (1990)) and tetracycline ", [0078] 'Fhe present invention relates to methods and materisls for delivering a cargo compound
across the blood-brain barrier (BBB) and/for into brain cancer cells, and materials and methods for the treatmant of cancer of the
marmmalian braln, as well as other conditions of the brain and cantral nervous system. As disclosed hereln, Itis now know that peptide
regions composed of repeats of the mollf AAEAP (SEQ ID NO: 25) will allow assodiated or fused pepildes and other cargo compound to
ba transported acruss the blood-brain barrier andior Into mammalian brain eancer cells.’; (0084] The present invention relates to
methods and materials for delivering a cargo compound across the blood-brain barrier inta the brain and/or into brain cancer cells.
Delivery of the cargo compound according to this invention is accomplished by the use of a suitable transit pepiide. In one embodiment
‘of the invention, the cargo compound is linked to a Neisseria or AAEAP translt peptide of tha invention.'), howaver Hong fails to teach {i)
a stam cell

attracting chemokine.
Phillips teaches a stem cell-atiracting chemokine {abstract *A stem cell-attracting chemokine Is expressed in demaged lissue using a
stimulus-responsive vector system. The stmulus can be a physiclogical stimulus iated with call injury, such as hypoxia or elevated

glucose lavals, for axample. Exprassion of tha chemokine increases the trafficking of stem cells to the damaged tissue.). In light of the
fact that a stem call attracting chemokine increases the trafficking of stem cells to damaged tissue, it would have been abvious to one of
ordinary skill in the ar to utilize the heat-inducible promoter taught by Hong in order o direct and control the expression of a stem cell
attracting chemokine in a damaged tissue.

As said technical foature was known in the art at the time of the invention, this cannot be considered spacial technical featura that would
otherwise unify the groups.

Tharefora, the Inventions of Group |-l lack unlty of invention under PCT Rule 13 bec.ause they do not share a same or corespoending
special tachnical faature.
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