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L. El 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 intenational application that do not comply with the prescribed requirements to such
an extent that no meaningful international search can be carried out, specifically:

3 I:' 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:
Please See Continuation Sheet

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

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

OO0

As only some of the required additional search fees were timely paid by the applicant, this inernational search report
covers only those claims for which fees were paid, specifically claims Nos.:

4. & Na 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.: 1-4
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This application contains the following inventions or groups ef 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 1, claim(s) 1-4, drawn to a method for inhibiting a Uba6 activity comprising contacting Uba6 with a compound that inhibits
formation of a ubiquitin-adenylate intermediate. ’

G}oup 2, claim(s) 5-7, drawn to a method for inhibiting a Ubaé activity comprising contacting Ubaé with a compound that inhibits thiol
esterification of Uba6.

Group 3, claim(s) 8-13, drawn to a method for inhibiting a Ubab activity comprising contacting Uba6 with a compound that inhibits
transfer of ubiquitin to a ubiguitin conjugating enzyme.

Gfoup 4, claim(s) 14-16, drawn to a method for inhibiting ubiquitin activation comprising contacting Uba6 with a compound that inhibits a
catalytic cysteine domain of Ubaé.

Group 3, claim{s) 17-23, drawn te a method of reducing a Ubab activity comprising administering an siRNA having SEQ ID NO:1,
Group 6, claim(s) 17-23, drawn to a method of reducing a Ubab activity comprising administering an sRNA having SEQ 1D NO:2,
Group 7, claim(s) 17-23, drawn to a method of reducing a Ubas activity comprising administering an siRNA having SEQ ID NO:3,
Group 8, claim(s) 17-23, drawn to a method of reduéing a Ubab activity comprising administering an antibody,

Group 9, claim(s) 24-31, drawn to methods of identifying compounds that inhibit Ubaé activity.

Group 10, claim(s) 32-38, drawn to an RNA sequence having 70-100% identity to SEQ ID NO: 1.

Group 11, claim(s) 32-38, drawn to an RNA sequence having 70-100% idt;ntity to SEQ ID NO: 2.

Group 12, claim(s) 32-38, drawn to an RNA sequence having 70-100% identity to SEQ ID NO: 3,

The inventions listed as Groups 1-12 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, ubiquitination
inhibitors, does not contribute over the prior art as evidenced by Issakani, et al, (2006, U.S. Patent No. 7,022,493).
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