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1. D Claims Nos.:

2. D Claims Nos.:
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3. Claims Nos.: 440 and 59-61

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

because they relate to subject matter not required to be searched by this Authority, namely:

because they relate to parts of the intemnational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

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)

--See Attached Sheet--—

claims.

additional fees.

payment of a protest fee.

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

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. % 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 D The additional search fees were accompanied by the applicant’s protest and, where applicable, the

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.
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Attachment to Box HlI:
Lack of unity 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.

Group I: claims 1-3, drawn to a method of identifying compounds that decrease oxidative stress by selectively inducing oxndatlve stress
response in a biological sample, the method comprising:

(a) contacting the biological sample with one or more compounds;

(b) determining whether the one or more compounds induce an oxidative stress response in the biological sample, wherein induction of
the oxidative stress response comprises inducing expression of an oxidative stress-responsive gene that is responsive to transcription
factor Nrf2;

(c) determining whether the one or more compounds activate a cellular stress response in the biological sample, wherein activation of
the cellular stress response comprises inducing expression of a cellular stress gene other than an oxidative stress-responsive gene,
wherein the cellular stress gene is an ER stress-responsive gene, a genotoxic stress-responsive gene, a heat stress-responsive gene,
or a cold stress-responsive gene; and

(d) selecting for the one or more compounds that induce the oxidative stress response but do not significantly activate the cellular stress
response in the biological sample; wherein the one or more compounds that are selected for are identified as decreasing oxidative
stress by selectively inducing oxidative stress response.

Group Il: claims 41-58, drawn to a method of treating a subject having a disease associated with oxidative stress, the method
comprising:

(a) identifying the subject having the disease associated with oxidative stress; and

(b) administering to the subject a compound that decreases oxidative stress by selectively inducing oxidative stress response in the
subject, wherein the compound induces expression of an oxidative stress-responsive gene that is responsive to transcription factor Nrf2,
but does not significantly induce expression of a cellular stress gene other than an oxidative stress-responsive gene and does not
significantly increase production of reactive oxygen species in the subject; thereby treating the subject having the disease.

Group lll: claims 62-63, drawn to a method of reducing ischemic damage in a subject, the method comprising:

(a) identifying the subject having ischemic damage; and

(b) administering to the subject a compound that decreases oxidative stress by selectively inducing oxidative stress response in the
subject, wherein the compound induces expression of an oxidative stress-responsive gene that is responsive to transcription factor Nrf2,
but does not significantly induce expression of a cellular stress gene other than an oxidative stress-responsive gene and does not
significantly increase production of reactive oxygen species in the subject; thereby reducing ischemic damage in the subject.

Group |V: claims 64-68, drawn to a method of reducing inflammation associated with transplantation in a subject, the method
comprising:

(a) identifying the subject having inflammation associated with transplantation; and

(b) administering to the subject a compound that decreases oxidative stress by selectively inducing oxidative stress response in the
subject, wherein the compound induces expression of an oxidative stress-responsive gene that is responsive to transcription factor Nrf2,
but does not significantly induce expression of a cellular stress gene other than an oxidative stress-responsive gene and does not
significantly increase production of reactive oxygen species in the subject; thereby reducing inflammation in the subject.

Group V: claims 69-70, drawn to a method of improving graft viability in a graft recipient, the method comprising:

(a) identifying the graft recipient; and )

(b) administering to the graft recipient a compound that decreases oxidative stress by selectively inducing oxidative stress response in
the graft recipient, wherein the compound induces expression of an oxidative stress-responsive gene that is responsive to transcription
factor Nrf2, but does not significantly induce expression of a cellular stress gene other than an oxidative stress-responsive gene and
does not significantly increase production of reactive oxygen species in the graft recipient; thereby improving graft viability in the graft
recipient.

Group VI: claim 71, drawn to a method of maintaining an arteriovenous fistula in a subject, the method comprising:

(a) identifying the subject having the arteriovenous fistula; and

(b) administering to the subject a compound that decreases oxidative stress by selectively inducing oxidative stress response in the
subject, wherein the compound induces expression of an oxidative stress-responsive gene that is responsive to transcription factor Nrf2,
but does not significantly induce expression of a cellular stress gene other than an oxidative stress-responsive gene and does not
significantly increase production of reactive oxygen species in the subject; thereby maintaining the arteriovenous fistula in the subject.

The inventions listed as Groups | through VI 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 inventions of Group I-V do not include the inventive concept of a method of maintaining an arteriovenous fistula in a subject, as
required by Group V1.

The inventions of Group I-IV do not include the inventive concept of a method of improving graft viability in a graft recipient, as required
by Group V.

The inventions of Group I-1ll do not include the inventive concept of a method of reducing inflammation associated with transplantation in
a subject, as required by Group V.

The inventions of Group -1l do not include the inventive concept of a method of reducing ischemic damage in a subject, as required by
Group Il

Continued in Next Sheet
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Continuation of Prior Sheet:

The inventions of Group | do not include the inventive concept of a method of treating a subject having a disease associated with
oxidative stress, as required by Group 1.

The inventions of Group II-VI do not include the inventive concept of a method of identifying compounds that decrease oxidative stress
as required by Group |.

The inventions of Groups I-Vi share the technical feature of a compound that decreases oxidative stress by selectively inducing
oxidative stress response in the subject, wherein the compound induces expression of an oxidative stress-responsive gene that is
responsive to transcription factor Nrf2, but does not significantly induce expression of a cellular stress gene other than an oxidative
stress-responsive gene. However, this shared technical feature does not represent a contribution over prior art as being anticipated by
US 7,306,905 B2 to Ron et al. (hereinafter 'Ron’). Ron discloses a compound that decreases oxidative stress by selectively inducing
oxidative stress response in the subject, wherein the compound induces expression of an oxidative stress-responsive gene that is
responsive to transcription factor Nrf2, but does not significantly induce expression of a cellular stress gene other than an oxidative
stress-responsive (col 4, In 10-26 and col 8, 64-67, a method for screening a plurality of test substances useful for the prevention or
treatment of a disease involving an oxidative stress, which comprises i) testing each of the test substances for its ability to activate the
expression of heme oxygenase-1 and ii) identifying the test substance which activates the expression of heme oxygenase-1, thereby to
identify a test substance useful as a preventive or therapeutic agent for a disease involving an oxidative stress; heme oxygenase-1 is a
Nrf2 responsive gene. Additionially, the method comprises determining whether the substance promotes resistance to cell stress
consisting of ER stress). As said composition was known in the art at the time of the invention, this cannot be considered a special
technical feature that would otherwise unify the groups.

The inventions of Groups -Vl share the technical feature of treating a subject having a disease associated with oxidative stress
comprising a compound that does not significantly increase production of reactive oxygen species in the subject. Ron teaches a method
of treating a subject having a disease associated with oxidative stress (col 4, In 10-26 and col 9, In 1-14) comprising a compound that
does not significantly increase production of reactive oxygen species in the subject (col 1, in 33-60 and col 8, 64-67; cell stress includes
oxidative stress such as ROS). As said composition was known in the art at the time of the invention, this cannot be considered a
special technical feature that would otherwise unify the groups.

Groups | through Vi therefore iack unity under PCT Rule 13 because they do not share a same or corresponding special technical
feature.
Continuation of Section 4:

Claims 4-40 and 59-61 are improper multiple dependent claims because they are dependent claims and are not drafted in accordance
with the second and third sentences of Rule 6.4(a).

Form PCT/ISA/210 (extra sheet) (July 2009)



	Page 1 - front-page
	Page 2 - wo-search-report
	Page 3 - wo-search-report
	Page 4 - wo-search-report
	Page 5 - wo-search-report

