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"P" document published prior to the international filing date but later than
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abstract
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abstract

page 1, right-hand column, line 2 - line
14
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Box No.ll 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. I:' Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:' 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. |:| 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. lll 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:

see additional sheet

-

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

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

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.:

1-24(completely); 25-29, 39-41, 50-52, 60-78(partially)

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.

I:' No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-24(completely); 25-29, 39-41, 50-52, 60-78(partially)

A genetically engineered bacterium comprising an arginine
regulon, wherein the bacterium comprises a gene encoding a
functional N-acetylglutamate synthetase with reduced
arginine feedback inhibition as compared to a wild-type
N-acetylglutamate synthetase from the same bacterial subtype
under the same conditions, wherein the gene encoding
arginine feedback resistant N-acetylglutamate synthetase is
operably linked to a promoter that is induced by exogenous
environmental conditions; wherein the bacterium has been
genetically engineered to lack a functional ArgR; and
wherein the bacterium comprises a gene or gene cassette
encoding a gut barrier function enhancer molecule. A
pharmaceutically acceptable composition comprising such a
bacterium. A method for reducing hyperammonemia or treating
a disease associated with hyperammonemia comprising
administering to a subject such a composition.

2. claims: 30-35(completely); 25, 26, 36-41, 48, 58,
63-78(partially)

A genetically engineered bacterium comprising an arginine
regulon, wherein the bacterium comprises a gene encoding a
functional N-acetylglutamate synthetase with reduced
arginine feedback inhibition as compared to a wild-type
N-acetylglutamate synthetase from the same bacterial subtype
under the same conditions, wherein the gene encoding
arginine feedback resistant N-acetylglutamate synthetase is
operably linked to a promoter that is induced by exogenous
environmental conditions; wherein the bacterium has been
genetically engineered to lack a functional ArgR; and
wherein the bacterium comprises a gene encoding a GABA
membrane transport protein. A pharmaceutically acceptable
composition comprising such a bacterium. A method for
reducing hyperammonemia or treating a disease associated
with hyperammonemia comprising administering to a subject
such a composition.

3. claims: 42-47(completely); 27, 28, 36, 37, 48-52, 59,
63-78(partially)

A genetically engineered bacterium comprising an arginine
regulon, wherein the bacterium comprises a gene encoding a
functional N-acetylglutamate synthetase with reduced
arginine feedback inhibition as compared to a wild-type
N-acetylglutamate synthetase from the same bacterial subtype
under the same conditions, wherein the gene encoding
arginine feedback resistant N-acetylglutamate synthetase is
operably linked to a promoter that is induced by exogenous
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

environmental conditions; wherein the bacterium has been
genetically engineered to lack a functional ArgR; and
wherein the bacterium comprises a gene or genes encoding one
or more GABA catabolism enzyme(s). A pharmaceutically
acceptable composition comprising such a bacterium. A method
for reducing hyperammonemia or treating a disease associated
with hyperammonemia comprising administering to a subject
such a composition.

4. claims: 53-57(completely); 29, 38, 49, 58-78(partially)

A genetically engineered bacterium comprising an arginine
regulon, wherein the bacterium comprises a gene encoding a
functional N-acetylglutamate synthetase with reduced
arginine feedback inhibition as compared to a wild-type
N-acetylglutamate synthetase from the same bacterial subtype
under the same conditions, wherein the gene encoding
arginine feedback resistant N-acetylglutamate synthetase is
operably linked to a promoter that is induced by exogenous
environmental conditions; wherein the bacterium has been
genetically engineered to lack a functional ArgR; and
wherein the bacterium comprises a gene encoding a manganese
transport protein. A pharmaceutically acceptable composition
comprising such a bacterium. A method for reducing
hyperammonemia or treating a disease associated with
hyperammonemia comprising administering to a subject such a
composition.
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