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(57) Abstract: The disclosure below provides a protein export system utilizing non-hemolytic variants of HIyE family member
proteins for efficiently producing recombinant protein from a host cell. In a preferred embodiment, the protein export system uti-
lizies protein export machinery endogenous to the host bacterium into which the protein export system vector is introduced.
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A WO 1994-28137 A1 (The United States of America) December 8, 1994, 1,3 and 9
See Abstract, Pages 3-4.
A Jae-Yong Kim et al. 'Engineered Bacterial Outer Menbrane Vesicles with Enhanced Functionality' 1,3and 9
J. Mol. Biol., Vol. 380, pp.51-66(published online, April 9, 2008).
See Abstract, Pages 61-63(Materials and Methods).
T Christine von Rhein et al. 'ClyA cytolysin from Salmonella: Distribution within the genus, 1,3 and 9
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being obvious to a person skilled in the art
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Box No. II 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:

1. Claims Nos.: 2, 4-8 and 10-20
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 2, 4-8 and 10-20 pertain to methods for treatment of the human body by therapy, as well as diagnostic methods, and
thus relate to a subject matter which this International Searching Authority is not required, under Article 17(2)(a)(i) of PCT
and Rile 39.1(iv) of the Regulations under the PCT, to search.

2. Claims Nos.: 8 and 10-18
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningtul international search can be carried out, specifically:

Though claims 8, 10-18 are dependent on claim 3, claim 3 is different from them in the category. Therefore, claims 8 and 10-
18 are unclear.

3. |:| 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 application, as follows:

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

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

3. |:| 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, |:| 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 |:| 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.
|:| No protest accompanied the payment of additional search fees.
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