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2. l:] Claims Nos.:
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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).
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This International Searching Authority found multiple inventions in this international application, as follows:

1. D 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. 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.:
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This application contains 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: Claims 1-61, drawn to a method for treating or preventing a small vessel disease (SVD) in a subject.

Group II: Claims 62-70, drawn to a composition comprising a vector further comprising a coding sequence that encodes NOTCH3
operably linked to a promoter, and use of said composition.

The inventions listed as Groups | and Il 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:

Special Technical Features
Group | requires method steps for treatment for SVD, not required by Group II.
Group Il requires an isolated composition comprising a vector not required by Group .

The feature shared by Groups | and Il is a vector comprising a coding sequence that encodes NOTCH3 operably linked to a promoter.
However, this shared technical feature does not represent a contribution over prior art, because the shared technical feature is disclosed
by the article entitled "Biochemical Characterization and Cellular Effects of CADASIL Mutants of NOTCH3" by Meng at al. (hereinafter
'Meng') (PLoS ONE 18 September 2012 vol 7 no 9, article no 44964, pp1-13). Meng discloses a vector comprising a coding sequence
that encodes NOTCH3 operably linked to a promoter (p 2, col 1, para 3 "We constructed a clone for NOTCHS3 in the expression vector
pCMV-Sport6 ... by using publicly available cDNA clones and RT-PCR from human brain"; note: in said (commercially available) vector,
the CMV promoter is operably linked to the NOTCH3 sequence.).

As the technical feature was known in the art at the time of the invention, it cannot be considered a special technical feature that would
otherwise unify the groups.

Groups | and [l therefore fack unity of invention under PCT Rule 13 because they do not share a same or corresponding special
technical feature.
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