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The inventions listed as Groups 3 and 6 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: The special techincal feature of the
invention of Group 3 is the absence of a furin cleavage, which special technical feature canpot be present in an invention of Group 6, as

claimed.

The inventions listed as Group 3 and Groups 4, 5, 7 and 8 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: The invention
of Group 3 requires the special technical feature of a Clostridium septicum alpha toxin, which special technical feature cannot be present
in any of the inventions of Groups 4, 5, 7 and 8, as claimed.

The inventions listed as Groups 4 and 7 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: The special technical feature of the
invention of Group 4 is the absence of a furin cleavage site, which special technical feature cannot be present in an invention of Group 7,

as claimed.

The inventions listed as Group 4 and Groups 5, 6 and 8 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: The invention of Group
4 requires the special technical feature of a Bacillus thuringensis delta toxin, which special technical feature cannot be present in any of
the inventions of Groups 5, 6 and 8, as claimed.

The inventions listed as Groups 5 and 8 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: The special techincal feature of the
invention of Group 5 is the absence of a native perforin activation site within a perforin polypeptide, requires the special technical feature
cannot be present in an invention of Group 8, as claimed.

The inventions listed as Group 5 and Groups 6 and 7 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: The invention of Group 4
requires the special technical feature of a perforin polypeptide, which special technical feature cannot be present in either of the
inventions of Groups 6 and 7, as claimed.

The inventions listed as Groups 6 and 7 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: The invention of Group 6 requires
the special technical feature of a Clostridium septicum alpha toxin, which special technical feature cannot be present in the invention of
Group 7, as claimed.

The inventions listed as Groups 7 and 8 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: The invention of Group 7 requires
the special technical feature of a Bacillus thuringensis delta toxin, which special technical feature cannot be present in the invention of
Group 8, as claimed.

Continuation of B. FIELDS SEARCHED Item 3:

SEQ IDs NOs:4 and 24 searched in SPTREMBL23, PIR76, SwissProt41, A-GeneSeq19June03, and US Patent & Published Application
amino acid sequence databases, and against, p2n, GenEmbl, N-GeneSeq19June03, and US Patent & Published Application nucleic acid
sequence databases. SEQ ID NO:24 searched in SPTREMBL?23, PIR76, SwissProt41, A-GeneSeq19June03, and US Patent & Published
Application amino acid sequence databases, and against, p2n, GenEmbl, N-GeneSeq19June03, and US Patent & Published Application

nucleic acid sequence databases.
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Box I Observations where certain claims were found unsearchable (Continuation of Item 1 of first sheet)
This international report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. }x‘ Claim Nos.: 20-34 and 44
because they relate to subject matter not required to be searched by this Authority, namely:
methods of treatment of a person or animal precluded by PCT Rule 39.1.

2. K‘ Claim Nos.: 13-15
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:
Claims 13-15 depend from claims 5 and 6 and depend ultimately from claim 1 but fail to refer to any feature or
limitation present in any the claims from which they depend, preventing a meaningful international search.

]

3. D Claim Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxII Observations where unity of invention is lacking (Continuation of Item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
Please See Continuation Sheet

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

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite
payment of any additional fee.

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.: 1-12,16-19,35-37 and 43

X [ [

4. I:I 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 |:l The additional search fees were accompanied by the applicant’s protest.
}X‘ No protest accompanied the payment of additional search fees.
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
Claims Nos. 13-15, 20-34 and 44 have been found to be unsearchable under Article 17(2)(b) because of defects under Article
17(2)(b) and therefore have not been included with any invention

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. This Intemational Search Authority has found 9 inventions claimed in the Intemational Application covered by
the claims indicated below:

Group 1, claim(s) 1-12, 13-19 and 43, drawn to a variant aerolysin lacking a furin cleavage site wherein the furin cleavage site
has been substituted by a cleavage site recognized by a prostate-specific protease, as well as to a polynucleotide encoding
same and a composition comprising the variant aerolysin lacking a furin cleavage site which is linked to a surface structure.

Group 2, claim(s) 35 and 36, drawn to a variant aerolysin lacking a furin cleavage site and further comprising an exogenous
binding domain.

Group 3, claim(s) 37, drawn to a variant Clostridium septicum alpha toxin lacking a furin cleavage site wherein the alpha toxin
variant further comprises a cleavage site recognized by a prostate-specific protease.

Group 4, claim(s) 38, drawn to a variant Bacillus thuringensis delta toxin lacking a functional wild-type activation sequence
wherein the delta toxin variant further comprises a cleavage site recognized by a prostate-specific protease.

Group 5, claim(s) 39, drawn to a variant human perforin amino acid sequence lacking a functional wild-type activation
sequence wherein the perforin variant further comprises a cleavage site recognized by a prostate-specific protease.

Group 6, claim(s) 40, drawn to a variant Clostridium septicum alpha toxin that comprises a furin cleavage site wherein the
alpha toxin variant also comprises a functional deletion of the alpha toxin binding domain and further comprises a binding
domain specific for prostate tissue.

Group 7, claim(s) 41, drawn to a variant Bacillus thuringensis delta toxin that comprises a wild-type activation site wherein the
delta toxin variant also comprises a functional deletion of the delta toxin binding domain and further comprises a binding
domain specific for prostate tissue.

Group 8, claim(s) 42, drawn to a variant human perforin amino acid sequence that comprises a wild-type activation site
wherein the perforin variant also comprises a functional deletion of the perforin binding domain and further comprises a
binding domain specific for prostate tissue.

The inventions listed as Groups 1 and 2 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: The special technical feature of the
invention of Group 1 is the absence of a furin cleavage site and its substitution by an alternative cleavage site, which special technical
cannot be present in an invention of Group 2 as claimed..

The inventions listed as Group 1 and Groups 3-8 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: The invention of Group 1
requires the special technical feature of an aerolysin protease, which special technical feature cannot be present in any of the inventions
of Groups 3-8, as claimed.

The inventions listed as Group 2 and Groups 3-8 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: The invention of Group 1
requires the special technical feature of an aerolysin protease, which special technical feature cannot be present in any of the inventions
of Group 3-8, as claimed.
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